Document made available under the 
Patent Cooperation Treaty (PCT) 

International application number: PCT/JP05/006820 
International filing date: 31 March 2005 (31.03.2005) 

Document type: Certified copy of priority document 

Document details: Country/Office: JP 

Number: 2004-136756 

Filing date: 30 April 2004 (30.04.2004) 

Date of receipt at the International Bureau: 09 June 2005 (09.06.2005) 

Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



B * HI # fff Jf 

JAPAN PATENT OFFICE 



t> & ^ £ t |WJ - T- * & C * f £ 1" & o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m £ B El 

Date of Application: 



2 0 0 4 ¥ 4J330B 



ffi i t t 

Application Number: 



2004-136756 



The country code and number 
of your priority application, 
to be used for filing abroad 
under the Paris Convention, is 



JP2004-136756 



Applicant(s): 



A 



t > v x xMGtti^^?i 





lit It 

Commissioner, 
Japan Patent Office 



2005^ 5 2 5 B 






[lilif] 

[*>T5t] 

[ 3% Bfl # ] 

[ft pff X li H pff ] 

[ttPffXiiUpff] 
[ pfr X IS Ffr ] 

[4f fftHIW A] 

[ftfcXttfcft] 



P2OO4-G0 2 
A61K 31/00 

* PR W tft B3 ffJ £ ^ 6 



4 0 6 



±mm±mrbm : &)\\&tm&2 - 1 1-26 
±mmm*m ±.mn 4-8-30-50 1 
^iMMm^ifJiim 6-1 2-8 

* l$c Jft ^ + rfr i$ ifc 4 -13-8-407 
ST If tf ft 

^IMMffJiiaJi 1-6-10-103 
302060281 



6 0 1 



500409323 
T > x X 



[ ft <r> aj IH tc £ o* < fg^tii^] 



[atSJBB B ] 

[ is as *j # a ii l 



ftBH2004-108599 
¥fiSU6^ 3^ 31 0 

194136 
21. 00OP3 

ft ff 39 * IB H l 

mmm 1 

Sffl 1 

1 



im&m 1 1 

[IS^JI 2 ] 

> h . 

[ait#Jl3] 

HU Ifi -f * ** , L V -i >i x f4 s h A >i * f4 . an+^^^fi, 7 7 fcT 'iM n- 
Xf4 . '< 7 5 ? 7 ^ A * x ft- , tUSf '^H^ft. "7 — -\» ^ -t * ^ 14 . 9 -7 K ^ -f 
>i x f4 , * v * ^ ^ W ^ ^ 14 > >i> ^ ^ ^ ti x ft „ Jf- a. a ^ >f ii ft „ «k V ^ H 

+ a >\, ^ftfrhtthmfrhmfiz tisfttii-r ■& ^ux-*^- w i l 3 le 

[sit^Jl 5 ] 

6 ] 

mJiet? * x**-b> 7 A A * ^Ti§> fif^I 1 £o L 5 ieE<^T y =. ><> h . 
[sf^Jl 7 ] 

[gf^Jl 9 ] 
[fit^JH 1 0 ] 

rzth<F>. *j A 'V x x > ~t a — ~f ^ i, x -f => * > J: tfft^Jf v£#J<7)f£ffl„ 
[siWI 1 1 ] 

[»#JB 1 2 ] 

im&m i 3 ] 

TtftK t^Jffjai:^ 

imsm i4] 

[IS^JI 1 5 ] 

vO>|i, ^>^h^^>5S. xX^7f>I > ^h^h'/hy^, S-7;ltn07 
i- * (5-FU) fc^ ^-Ir^l^iP*. tf9*^x>*J* V-!r n"b<^^II^(^lCl i F#c? tizUfrt, 

mtentz i itti?$>5, is^ji i s *fctt i 4 mwi<r>mmmi&w. 
m&m i 6 ] 

-f \, * A ; s is i&fr . -f U ^- v -f x > * Tz \t * <r> mH^fO tc fpg $ tl -5 U . 3r> \ ~f 
a v -i i, > * tt «0 3111 ^ W IC ff S <? *l £ ^ T- <fc £ , M?)<JI 1 5^va 1 6ie®,<^E^ 



immm i 7 ] 

[fiWI 1 8 ] 

ft S *l ffi % f £ -f * X *», L- h o 4 Jl x£K h 4 * *f*h 3 n + -7 * X 

. 7 7 tr r? <i >i x*4 . >< 7 5 9 v r? A >i x u > tithSJv^u^S. ■/ — * ^ -f * * 

1 3 &u L 1 7 IB«<7>E8fflfiR!to. 
[If ^JI 1 9 J 

-st^x-^^u, -7^v — Tt7-f^x, *; -y 9 x o 4 ^ x $ U -f > v x > -f o 
-f * xa»«bjgtt*lfc 1 llT*>£s bS^JS 1 3 *u L 1 8 ie«<7>E ^HflM. 
[i»*Jg 2 0] 

»nt i ma±.T-3r> *> , ^ -r * *a*-b > 5M * xt-*>-5 , w^jm i 3 &u l 2 0 ie« 

<o 1 31 *fi . 
[W#JH 2 1 ] 

&mmx-$>zm$<M 1 3 1 2 0 ie«*>E^!&/&^. 
immm 2 2 ] 

ffc3**>£»J*'* -f * xx>-<n-V-< ? ? -k:ftA-*-*Ifilc*si>TS?Bigtt9J*teffl-* 
S:tt!fKtt5, t»#*B 1 3 «ru L 2 1 §B « E 08 ffl i£ & . 
[fjt^Jl 2 3 ] 

5? E •/§ 1± S!l 6* h M S > (Tr i ton) XI 01k 7 * * > zi - j\, & £ f z it ? <n m . ^ - >i®:£tz\$* 
[sl^Jl 2 4 ] 

u^sn^rf iijt-*>s . mmm 1 34^123 ie « e ts a $ «j . 

[IB^JR 2 5 j 

[sS^Jl 2 6 ] 
[IS^JS 2 7 ] 

mmffiffiii*±.mi&. ^m. nmm. mmi&, mmmtrz\tnmm^>bmitiirz 1 

[tS^JM 2 8 3 
IIS^JI 2 9 3 

imsm 3 0 ] 

£#rtKfcv>T taMft«E*iiHI L II Jf5 Bl * % H "t * fe^^o. HVJ-Elcft A L tztiOt y 

[mmm 31] 

[Si^JS 3 2 ] 

HV J -E ') # t ft 1 1 Ssf 5^JM 3 0 * tt 3 1 ifi UK 18 ffl j£ *J . 



im&m 3 3 1 

im&m 3 4 ] 
im&m 3 5 1 

3 6] 

yMztzizzLmvimmttA^ h-ut^, Hvj-E^&ffl, 

[gf^JM 3 7 ] 

im&m 3 8 ] 

®Bmm®mft]zmmmm®.T >) y ;m(cn)-&mALtn.mm®)% : -&mmt zrztb<n. hvj 

-E<7>®ffl. 
[IS^JI 3 9 ] 

±foft\z&^xtriMM%Lm*tfi#-t zwi mmrnm m (**tss ht*&) t lt^hv 

J-E<7>flffl. 
[g*#*H4 0 1 

HVJ -E ft* 'J # 7- Z t k i-6sit#JH3 3^va39 IB «R «o ($ ffl >£ . 

[IS^JM 4 1 ] 

Hfctt-e^H^flicfrSS ft S J§ T- £> £ , IS^JI3 0 *u L 3 9 IB « <*> * 3& US ffi 4& * 

4 2 ] 

%L&i%.mMfrM'ftW-? ?a7T-y'3Dr-#jftHf (GM-CSF) ?>'Off*5> 



[mm-?,] mmm 

[ 0 0 0 1 ] 

l&ty \z ffl -t Z . 
[ 0 0 0 2 ] 

rs^iWfl{atii*iNB)ia%aj#LjJiiit«ft«E%iEjig3*. 5 "biccpc-oDN^^nic * oj/tM 

ft-S£?liy>& 3 t tBt4. *>*v>li, tM;u*, ^vgttfb^ -f * ftlc^ffittffcHVJ ( 
-fc> 5M ^ ^ a. x) icst^-ft^&ftK «Flt L < ttJ/U«A,»K *> *v*tt ABM * 
fiilfiT *«v^ttJW*H ALf* A<W*E^Bi*l=ii A L . fit ?S flj <w £ # & 4 t ^#ffllc J: 
9 K ^ IS Bl* ft if -5 £ W "t * . 

[ 0 0 0 3 ] 

3afiE<^*^y&aic*f l+* vfiai*tt«3 5 0%g« t nfctt, * co ft *g li - $ flic (J5^?4^'S 

* * it « « « * ir n pff a -a ic j: •? t «b $ nzmtifr^o m\zmmm<r>ynm\za^xii 

, ^#«ttT**fk^*a**#»-?'»ftJilcJIItt-t*l!l^'tt«*>T^ft < > flfffl 
£ ft£<7)ft*ii?itT'£>£. 
[ 0 0 0 4 ] 

[ 0 0 0 5 ] 

tfjM^m^sow^ $ ib ic ac # l ffcij tf tc 3i ^ £ ic a , «t o {$ *ifcfl:#«a<ww*t** 

Xft^-esrv,"*. 

[ 0 0 0 6 ] 

t Life 0 , E^iia. «icttiBJ#fcfl6^^#MMe*fc:-5-;e.s r < . * 

* ft'^flg L & < & 6 . 
[ 0 0 0 7 ] 

[ 0 0 0 8] 

c ti i* At ?s »j £ # a -f ic * 9 ie ^ $h 9* > - x *$ttfcfc*)T*>*. j:ot, m&m 

4JfcffiJW<*>** A. fln £ T 7ft tin US ^ <r> IX 0 £ a 7j v£ ft* 51 m. T- § tili . II 2© fcl 4 }a m M 
^MIx^fAt^^. 2<blc. fnilffiSU'O^v 9 >i (vesicle)-N^>W Aft*or^(c^:tili. 

[ H ?F 1 

[ S£ Bfl *» J£ v* L J: 7 k t «I9] 



[ 0 0 0 9 ] 

ftB£T\ ex vivoT-^ -f 'U -< n - -f -< v 9 - \z & *) tn^JI^Hflfla t miSMM*®) 

<M££ ~r ; J K <?> — o t L T # £ «b ti CpG-ODN t #ffllc i SttMM 

<;t frXgfz, 

3 "blcBaflcf&ffllc J: Offlv^vii: LX . tfi -I® ?PJ £ ^ 4 *, *x.y<v -< 9 7 -left A L 
ittfMtciii A L . fill Jit A, 2U <o £ <t> iftmiz £ 9 x ^Slt^I^PW %1tn\zM 

[0010] 

tftffi JW 3 s A LfcE* *,<7>T*ft£. 
flfl T # IE BJH J e x vivoT-ftJItl^*lfllia k MM^HVJ-E^ f ? c <k £ $ € . 
in vivoT*. CpC-ODNk^#fflk:«k OKIffiJiSaSflFffl^flft-rSt^T**. 

Ht*k:»i«»J*£1rLfcHVJ-E-« * 9 -Wt&AL. £ # ^ tft S5 »J & 4 <=o#f- 

[0011] 

Wfl<z>$ftj|l] 
[0012] 

*?PJllc «k 9 IiJftfflfc'AS fttftffi»J*» ffffi L &»fc££lcffig&k:3£3l?S £?Ti£*MIffi 
3 ft*. 

[ % Bfl % n $s -f § <7) g & <?> ^ j|g ] 
[00 1 3 ] 

pis £ *i & v> a*, ^ittm^fk^isi aw • ^ft^^A^3 m\z\t. rma, sircstt^Bi 

v. ffcSM&Mfcfflu h ftmm-f ft *> *> fl:3M« ft tt»£!fcic «k £ fl6!RfJ£<w A ft "bfltt 
JSJflC £T*E»f •btlTv^-S. J kjEK $ tlTfe •) . tn.mm. !/t ?S 30 ^ £ *. *l h Z\ t \tt& 
* iff- ft 

[0014] 

ftfc*^B^icfcv^T ft^jf mm t lx j= •) * l < uiMffiffj. tA.mm^rz\ttn.mm 

»J(WT. m«3Wfc#6^)*¥»-f*^ fc**Tg, W«9Jfc LT 3 «b lc M ft ft tc li 0J £ If . y 

. A h U 7 b '/ h y > > 5-7^tn^7y ^ (5-FO) J: tT 7 * fcf >- > «k 

V * *l <0 31 H 3fr US C ft g 3 ilSfifc^W & C t 6*T*8 
[00 1 5 ] 

M#S5lc tt ^ L 51- v >f •/ > (Bleomycin) ^ tz It * <r> mi£& W icrpg^ti^Jg. ft* v>tt ^ 
■y a v 4 = y > (Pep I omyc in) * li f <r> mm^m lc fp § 3 nfil^fffiCi: ft'TS > 3 h 

\zm l < ttig^y u *v x > , 6t^yu^-^-f^>. fit ie^ y n v -r x > *#i-f * c t 

[0016] 

ftf, S^Wlc lidff^, iliiai«Blia«^*#»f * c t b*XB zlnh<r>*X'%> HB**« 

[0017] 

: &m&n&i&<r>i®. ft-m^mm. m&')>'*m. m^wmm-zmw % z t frx% 



±mm. nwffi. mmm. mmm. umm*?** m A^^m^mt LTf mm. m 

[00 1 8 ] 

m) . mmm. m& i > > mmmm. 'j>^rt)Hi, t) . Tnmm. nm 

mm. f?vtm&. ffi$.mffi-&mi-rz>ztt)*x-%z, 

[00 1 9 j 

iX IC * %.W IC *> It -5 *J -i 'i X x y ■ p - 7 ? ? - t li , ^ -f 'U x ft* "b RNA * fc li DNA£ 

#££t A LTiNBlia^ A (trans lee t i on) Icfjffl £ ft -5 t ^)T^5. 
[ 0 0 2 0 I 

O A ,i Xcoff M<bPH£3 ft £ v *ft* m # ft IC tt , fflxtfU h n O -f * xft, h -f * * 
ft , n □ t -7 -f * X ft . 7 7 tf *7 -f ^ X f4 , A^^V^^Uf}, 

X ft , "7" -V 7 -f >U X ft , 7 7* H ^ -f X ft > # -V ? X t7 J|, X ft „ ,U ^ 7s *) -f >l X ft 

„ '\* ^ n -f * X ft , J: V H t v -f >l x ft ft* «b & h g? ft* ib 5i jR 2 ft S ft lc m "f £ 
•7 -f /U X ^ # tt § Z i: ft 1 T- § -5 . 
* H Bfl ic ft* ft* £ -7 f n, x L T 5 <b IC M # ft lc a „ M £ -b > ?M -f ^ x , U K a 7 

^ X . 7f i^-fiU, T t* ; P5fi #^ "7 -f >l X , -n Jl, 7s ^ 'f /U X , 1 ? is — T ^ A >l 
\ # 'V 7 X *7 >f X , -f > 7 ;H>f §f It 4 C t § & . 

[ 0 0 2 1 ] 

Ctl-bfiO + T-^. *T*L< liv'7XfliJi^'7't^xco-oT'^-5-t:>5 f 'f'7^^x (Hema g 
glutinating Virus ol Japan. lilT HVJ ) m It -5 c i: ft 4 ? § -5 . 
[ 0 0 2 2 ] 

*45-b> '5^ -f ^7 -f ji X LTM#ft lc tt . fllji liVR-105. VR- 9 0 ? # * Arae r i c an Type Cu 
Iture Collection (ATCCo tfcflf : P. 0. Box 1 5 4 9. Manassas. VA 2 0 1 0 8 USA. TEL Cl] -703- 
3 6 5- 2 700) ft»«bJ8A-*-*C fcft*?§£. 

h 1 1 p : //www. atcc org/SearchCatalogs/longview. clm?view=av, 152376. VR-105&text = Sen 
da i &m a x = 2 0 

h 1 1 d ://www. atcc. org/SearchCa ta I ogs/longv i ew. clm?view=av, 1375478. VR — 907&text=Se 
nda i&ma x = 2 0 
[ 0 0 2 3 ] 

^^xxi/^n-T*-?? ?-lC-7V^T* »)s¥L < It. fli iff H 2 0 0 1 - 2 8 6 2 8 2 ^ i>S3( 
WOO 1 /5 7 2 0 4 ^- ftffi) , ^ fig 2 0 0 2-0 6 5 2 7 8 ^1>f5. WOO 3/0 1 4 3 3 8^ i>ffi# lc IB ft $ ft X is *) . 
M # ft lc ttflOi liiff Bl 2 0 0 1 -2 8 6 2 8 2-5- ir lc I* o T M M -f Z Z t ft^T'S S. 
[ 0 0 2 4 ] 

«r*fffc^**?*a!l* , 7 * xx>-^a-7^ ^ 9 -ic^A-t^I^lc is^X tt^iS^ttSJ 
^fiffl-t 4 C i: ft*» $ L < . R IS S 'tt 9J LTH*H5l:ii, M*.l* h ') h > (Tr i ton) XI 00 

, n,m* rzit^<r>m. ^> - 'imzrzit? nmw&mi? z z t trx-B ft 

v =i - n> Wc<r>Ut LTiff*L<lJ J Pt^f^=i-^ieth'J'7A, n - n Wc<r>U t LT4f 
[ 0 0 2 5 ] 

*l£efllc ft*ft*-5> E^fflris^tfO^J^ttFll^^ ft^rv^ft 4 , M ik ft lc l J 1?iJ x. It ft tJ S>J > IXW^ 
[ 0 0 2 6 ] 

HwV^T?F«1±ft-b> 5^ 'f ^ -f X • x>^n-7^^ ? - (WT, HV J -E ^ 9 -) coif 
^•^rfJlciioT. J: v # in lc K Bfl -* -5 . 
[ 0 0 2 7 ] 

HVJ-E-^ f y-icJjiJSJJiJ%ttAt*iS^lctt, JS*9J*#Sififtk:S»'t-5. ccx-dffl 
■t**8Hr*ttlSS3 fti\ fi-*ftlciJ1fiJ^li, TE^® JS (1 OmM h U, 1 niM EDTA (pH8. 0)) 



, pbs( ymmmmw^m'Kmn L&mt% * DH*>*6-9*>««ifc***f * lv\ 

[ 0 0 2 8 1 

*f£ili0>lt*fc LT , Mffffl**v^tt*tt<»i|ii^Jji«3W*HVJ-E-< * 9 -left A L » in 
vilrol5S*?lii««i«*lcffil5JN&* j b*l<5 :t*< (ft mmmzmffiM^MM? Z Z t *?*T- 

[ 0 0 2 9 ] 

ifcin vivoMHS&lcfcoTtt, jJtiItf>^#ft4T IJ * < > Jfflr £4 * tf i z t fc* 

^mx-sh *) , h «o ffi $0 ^ * (c #j $ * < vimm^mm-f i z t *>*t-§ 

[ 0 0 3 0 J 

3 >blc A co -ft iff lefcoT IJ, tftJSflJtt AHVJ-E-* f 9 - 60 j£ & 5. ic <fc § fLM&^tt 
T-lift < . m^«*.#TfitffiffJ<oa4¥^**.%lcrt L^pfra4*ff 7 C i: ic ck 0 JS<wiI 
*8*EI»K £ «b ic 8C $t » y& ft 14 ® &I1 i: <o # ffl ic * *) , -Jg fzfcmMW: «b *l 

[ 0 0 3 1 ] 

tft?IS»J*ttALfcHVJ-E'< * in v i t r oHS*T IJ * * h iNH US Ic h 5 > x 7 x * ^ 

& <o tg tfe tc ^ An 1- -5 ft i: J* ffl"* * c ft'Tn. 

[ 0 0 3 2 ] 

h 7 > X 7 i ? x a > tt37TC?Jxt&S tirSJf^-. 30#W±» 4 8 if ffl S£ -* * . 81 
£lJ±4fflJl&&<7>;$'7> h VMJWST assay ( £ A3 <o ^ > hf'S : cell counting kit 

-8. 151 C ft 3*0 IC «k *) ft 7 <7)***f * L 
[ 0 0 3 3 ] 

in vivoifl«folSS«: tf v •? Mlia**^&^teT- IJ ft!®^ 

[ 0 0 3 4 ] 

[ 0 0 3 5 ] 

Sox, £ *>ic#f£i«i*8?ai-**. 

KRlLTv^. ^plc 6 Jflim^^'li 'J > xfltft ir co }i ifii 21 Ig -d ic & u t 11 , jiiLifFlfflfia 
3$*ift t: t <o#fflic <fc •) ff} *i «b + # K JW flf T § -5 t <o ft -> Tv>^. L L . fa fe* A mj ^ 

trie £ Sittffl«^)AL "o ft ft u J*} 9 » fit 0 iNH US J3S JsS ic [JKI^ 

ft&Mle J: 6Sfttitt*MIB!*fe**S£T£>« C k ** * SB <& »f ft ft "b V ic B£ I* 
KliiJ: 0 Bfl^lCft oTSTl^. $t@titiUW)l, S^«SH»S*W*>"f ^ > f H ( 

±ic^i***]i A^Pff ic^^ L . ft^fFffl ft ir^^LTK^lcl^SftlftKiJir^^ff 7 . 
^M^fliMft ir<7>^^^^ KSSsictt** a«5ftaE***r*IB$ *i» »S iS#J*(*lc ffl-r * tt 

B > '^Hfji#^^iNBflaic5i-fbL , T V > '<Uii«ftg^t n > h D-^t5^* '<-T«B 

iia^^flattPf ST*B3aft iric^ft uja/s^awftsiies. # * jg^^^^t^ip-t *. 

ft*ft***lfl)iai4&ifa*>-5 v> li # it $6 <t> ir *> >b 6*±i|lc ft fcMi , ^ ^ ^•-T$fflfla<o2o<^> 
illT-J)^, Thl*>S VMiTh2<30 ir *> % jb*fS-££lC ft S ibMC «k o T v*£2 tlS. ^•S^fli*-' 
Thllcjl«ita:iHlflai±$fe«E*»« file ft o . -73Th2lc{tglt tt#Jft1±ft«E<>*« file ft S . M^IJ 

*?;£u<oft*a^7 > x ± ic ^ •? ^oTfc o , cn^^^^.i^iin * co m m ** ^ >5 -t -5 s 

-H- -i V ii -i > lc$f? LT -6. Th 1 M * -i h ii -i > t L T I L-l 2 , IFNrftir 
ft*. -^Th2^^ -f h # -f > fc LT , IL-4> IL-5ft ffc^l-f «b *l * . 



[ 0 0 3 6 ] 

&«e, w\zmm%.i£*%3-zM&\zit, cMm-\tmmmm-\tTfflm (ctd & * vcDcusit 

-<^^-T«Bfla*»^WlcSS«:a»J**fcLTv^<5 c (North RJ. 1984. Greenb 

erg PD. 1991. Pardoll DM. 1 9 9 8 ) <?*ITU£. <ff Ic $&& 5 *l fc tfl<t?3<7> CD8H'r± T SffllB (CT 
Dtt, in TitroTrEffftttttlBilVSL CWanger H. 1 9 8 0 ) . tt^ftSfc * *#ft«EM*ft 
Idgjgffictfi'li^ff C k i'tl fc (North RJ. 1 9 8 4, Gr eenbe r g PD. 1 99 1) k cr>m% 6* 

<7)Hf£lC fc^TlSTftS. CTLtc £ StnlH-lS&Sri THHJ1S U -b 7" 7 L T . HIM 
HS ft ® ic % 3t 3 ft £ 5 <fl « #i JS (major histocompatibility complex: HMO 9 9 * I 

tnt^iAiH**^^^ h tf>«^#*cTu*&ia l , ><7 *- > ^ % in « jw ma »c up a 

ta*Sft, iNB US T "7* a -h *<? ftT^7-* Kltfr^T k L TMHCKJI^ 3 ft 7 * t§? US fa JS 
7 P * h* % IS] 5E ~t £ C k IC £ BR *>* g ft , Serological Analysis ol Recombinant cDNA Exp 
ression Library (SEREX) >£ ic <fc 0 mili$.<r> I «Gf/i#% £ # < ^ 7> * K fctftiij 

3 ftT u & „ 

[ 0 0 3 7 ] 

Lia. Iffi^^y^ KfiOlaJS^ AT-rMftS^S - t ttffl!*?*>4. IB] S <? ft ^ "T" 
K * in v i v o T *IB JI& 2t ffi ± ic ft] f5|" ic J: < }f 2 1± -5 k u 7 & . co-s t imul a tor y mo 
leculeT&-5CD80/CD86<7>&m& k\ 83ftT^*Iitt^. ififi-rtili. #jMici 
f^-^f- K£?£312 i±T *b co-stimul atory mo 1 e cu I eT- £> £ CD80/CD86 & k <r> Wt 3i <& < > 
tam* 7 -h >i <r> t>* h -> rzM£l$tn.f%ftm®lfflm<ni®te : &£ tz£ %\.>l3fr *) fr. *co 
jAiS^^^-r-SiNBIiaicjhr-tSTlNBIiaanergylcRSS k <? ftTuS (Cribben JG. 1 9 9 6 ) . Q 

iftjpfiNflflaicteuTtt. ^<?>j«fli«fatt*si^-r*«j?fc lt#< coji^^^s^b^^amc 

n-b*$rMt:2ft£^7-f- k ttflBISftH -LMHCtf>jB ic}1^3 n* kt^ftTus. Ift 1 

l. #< e nn m «b us a c * 7 «rajiiLm^siew)a*aaLTv^ftictjg«b-f . **>fi 

fflicfclt -5 CD80/CD8 6 & £ <r> co-stimulator y mo I ecu I e <?> f£ 31 6* ^ £ & C k 6 s >b , Sifil^lc 
*1raa«rfc«:/xf&*.lifi"r & C k *»» Lu C k frm%2 ftTo * (Hirano N. 1 9 9 6 ) 

o 

[ 0 0 3 8 ] 

ftn\zm^&mm~& ! b-otn.m&7iiMMt LXfflVtfflm (dendritic cell: DC) **«jfia 
pffH 'J >'<&SiHk t§mic^i/ji--S) 0 f ^ifi^lcfcv^T^^ft:t--g. c t \z * *) , */B 
-5 (Timmerman JM. 1 9 9 9 . Nestle FO. 1 9 9 8. Thurner B. 1 9 9 9. Fong L. 2 0 0 0 ) . £tz. 

#11* «bft H A tjt IS ^ 7* ^ h^fflv^^SUT, - T'f- K £DC±IC lo 

ading L T vi ^l^^l^^ffiffl 5 *lftfitf>Tu -5 (Nastle F 0. 2 0 0 1 ) . L^L. R*D<?> 

H^tjt/a^ K fcfflo -5 ^aTtt, -f.#co y -i ~7\z & >) m% Z * K * ffl « "t -£> W 
RO^t^v^^JgJiSSnTu*. f :T\ *%<7>«k -5 fclffi»}S:iS*mi^-t* c 
i: £ LlcDC^fUffl-frSTj&tlfcrr $ tlTv^§„ I^^i^kLf. Rfc 54 II ic «k *) J4 ttj L 
t-^T-f K4ffifflt4^a (Zitvogel L. 1 9 9 6 ) . lit ft 10115% S» L- t umo r lyzate^ffl 
v^*^«£ (Flamand V. 1 9 9 4. Ashley DM. 199?) „ IS 0 IB A3 i: W ^ $ffl US k % $ffl A3 It ^ "T * 
(Gong J. 1 9 9 7 ) ft 4r ** *» 9 , -8UKJ^JCfflW4p 3 tiT * t ^) «t *> * . 
[ 0 0 3 9 ] 

-5- <75 - ^? T bu jffi L J; 7 icDC^fSJRlft^flg^lliJiftS^caicfcv^TSST*)* C k . DC 
»c UJ^.18^, te umm® \z%> < wiftif -/tf h *«Sftt4 ( Banchereau J. 1 9 9 8 ) . 



t h vcitnffimm& ccdi i c+> <*= v > ^s*& (cdi ic-)^>2ifi^*> 9 c c a u x c. mo . d 

C^v£lc±fcfflv^nxv^<?)«#g|^DCT-* *) . ttM4<^CDI4 + i£t£I$3;£liCD34+^ 
iflL Iff m m £ 0 ^^-r^^-a^-^Kllc^oTuSo iutlJv?D7T-y|JI@f (gran 
ulocy t e -ma crophage colony stimulating factor'. GM-CSF) £ ll-iWUT X'WC^ t 3Mb L 
. '&^\$ GM-CSF fcJili*Iii5EB3Ta (tumor necrosis lactor a: TNF-a ) K t <r> *t <i h ii 
<i yW&yT-U^hftift Z>. Ztih*f&mU\t £ h\z in fitroTtM * 
(LPS) . -SIIRNA. CpG DNA. CD-4 0 h* , I- ij -f > ( IL-K IL-2, TNF-a ) ft 

W ft ic £ 9 » j# & D C ^ <7> $Hfc 6' IB it $ n & z t ft**D <b*iTo 
[ 0 0 4 0 1 

L TCTL^±# lJt£tf> ^ tt& ft'MJg^&ft'lgC •btua^k LT> 
IB -If ;£ f$ lc fF £ LTi> 5 s t r oma^BB A3 (£U*A,. tul<i^> W ft^ <r>l&mUW<r> 90%&± 

»»wHi»«i#iHBjia«k 9 *4) ick 1 }, % 3 to us. n m ffl m *> m -m <r> m w o t . c 

ft'o'oMfclR'JNK c fctc £ 9M*«IH^iHI»*ft»«H(B4±#L/iC: t ft* ffi £ £ ft 

Tfc 1 ? (Yu p. 2004) , m m m m ^ <r> n m m m . &mmm<r>mMi)*mffiiim\z® Ltai 

WJh <fc 9 Mft-&£±^ < fUffl-t*fc*>Ctt, M<ff StoftCTL^MleM J: < 
$ Z t fc*T# £ ftMc ft* ft* o T fc 9 » f^H^tLT> WT^^ft'flf «b ft 4 » 
•H iff P fa fit JI ft* Is] 2E 2 ftTu £ ft* 
!f§ iff S fa fit 13* ft* II] £ 2 tiT ftuJf £li t 7 t5 ft* 
fe^li*eiNBIia ( fct *» da ft ir ) (c $o fsr ic #j $ «t < fn/Hfl^* 

&&£ Again (t)^*H3aft t) (r>f£m*im®\z < ft* 
ft $ *b us <w in « «. m % m fa ft vs m 

[ 0 0 4 1 ] 

[ifffF£iSU] iff H 2 0 0 1 -3 0 2 5 4 1 ^&« 
[ 0 0 4 2 ] 

[ iff fF £ IK 2 ] iff rH§ 2 0 0 2- 6 5 2 7 8^&ffi 
[ 0 0 4 3 ] 

[ # iff ft £ 1 1 Anticancer Res. . (19) 15367-5374- 1 9 9 9. IhshdaH.. KanedaY.. 
e t a I . 
[ 0 0 4 4 ] 

[#=ff ft3C$K 2 ] Hum. Gene. Ther., ( 1 0) : 2 7 1 9 -2 7 2 4. 1 9 9 9. Zhou HZ.. Hoon DSB. . 
e t a I . 
[ 0 0 4 5 ] 

Gene. Ther.. (6) : 1768—1773. 1 9 9 9. Zhou WZ. . Kaneda Y. . et al 

[ 0 0 4 6 ] 

[ # $# ft £ SK4 J Mol. Ther., (5) :291 — 299. 2 0 0 2. Tanaka M. . Kaneda Y. . et al. 
[ 0 0 4 7 ] 

7H'§HT>y^OHiU r HV J -MM M ') # 7 - A ft* <b ft 4 T i> a > H J i: L 
T <?> iff ft i> fH ft* 2 ftTv*£ (iff H 2 0 0 1 -3 0 2 5 4 *<M&ftn 9 t LT<^^*lc 

o^TtiSnSftTui (Ishada H. 1 9 9 9 . Zhou WZ. 1 9 9 9 . Tanaka M. 2 0 0 2 ) . HV J 
-EttHVJ* t t 60*8312 tlt^ * 9 -Ti> *> (*f fli 2 0 0 2- 6 5 2 7 8^i>^) . -<H-^t? 
;K0 4»ic 7* 7 5 K , ^- 'J =fDNA • RNAv 9 > 9 W , ^ * H , ffic ^- ^ f b ^- ^ * f t A T* £ 
s in vi tro*?«k u in v i vole is \^ X ^ A^ifsf* -< 9 9 - tf t ^ ^ j£ f9 ^> m m ^> AT 

4 C i: jb*HT^T**. *%B3%^ti. ±IBfU^i*fUffl L T HVJ -E^ ffl v* fclffi^ ftS ic o u 



[ 0 0 4 8 J 

<t> #l 3Ui € W ft lc £ £ + SHc_Lfc*o Tuftv*. *^JSB<7> 1 -a liift Av£T#> 9 , IflcfitlR 
JS^±ST£>*fflttffllia'^**AJa$5<7><B;3 , 0 IS it fi? 49 A*) ^ + ft £ ic & 0 L T o 
-6. t 7 1 o«Mft&£ffifc£ + #ft:g«u:Ji%?3 ftuz ic** 7. ^^lic^iS 

T«t^SBiia t mmttiffimm t<nm^\z * •& hi •« ft -i$ <? ^ict k t ltc 

[ 0 0 4 9 ] 

1 ottHVJ<7>£fflT*>*. £ L 8t JNB JIS ffi «H IKS <?> » £ <k o^afrtm^m^Jb^^^n 
MftiS^ipT § iiStttTt^Sf iW US n v£ t LTUpolyethyleneglycol 
(PEG)^electroporationv£jb*fflu£>*iT % tz- ^v&'&ftHVJ \t Z <r> a fifj co #> tc ffl tl 

a^tfiwtzk^TSS^TffftTv^. 2«blcHVJ-E vec t o r t L T ffl v> tttfafe-g- t ffl 
Bf tciUs^ 1 a#A**?§ -5 > v V 9 , C *UJ&3fcj£lc li ft * o fc£#rT*>* . 
|B]iific^-t h*M>*y^;<M> ft irftg&fcSltftTS -5 Mfcl-<r>m A* ft 7 :t ic <k 

[ 0 0 5 0 ] 

2 ti g£ £• US 7 * t ttlCTy'^/O h* LTCpC££4i-£ C fc tc «k 

ft&si*i*>Ji%?*>5 . c <75 ^ * t> -£ i j 4- t c zm&t)**^. 

[ 0 0 5 1 ] 

1 r>ltffifflmW<?>fflM t LT« MHC-class I 6*^ < tf> JfiiNBlia? X*D L T u S tzdb \Z ffitii 

mnfe^wz -ts wvtmmizmtKmb'iimz tiftu c t *>*&o 8* # *n iia £ ;& *o na 

<7>S*£-|C * 0 fa /S }g ^ m J: < teZ 0 7 h Z h. 

f®<r>!&Mt)*}5 Z <b ft 6* -o fz<n-Z'3hZ 6*. 3 *iil»*CpC*ffl v>fcr v ><> H #j-5HU: ioTmt 
ive TSHIia^fiJ^ LTThl-N<7)x 7 h £ Z LKIB* ft S<^) 19^***6 C 

[ 0 0 5 2 ] 

5 'blcHv^M!lj^-^jec-y:'5^:ft :J ^CpC^#ffl<? , '£^i:©t)ti-S„ *^:in v i v o <r> M n \z J: -5 
vfijf a&Jftli 7 ^ ^> /2tttc t ir S <o-f . W m MA £> lc X -5 ^Hfla5E<7)^f&ft f «t % £ «b tl 6 

o 

[ 0 0 5 3 ] 

$ «blcHVJ-E*fflv»fclffi«ftS*jgje3 -&*/i«>»c. ^#S4Lty 
7 ^ > ( CDDP. 7 > 5^vi : H*fk*) kHVJ-Elc 7*1. ^- v ^ > (g|^Lt?0>: 

B*ftai) ^HVj-E-< * 7-CttAL#ttLfc!fi?Sffl«l4'lcl*AL , ^^ff5ft®?ift^^ 
itZ z t frT'Bfz. 
[ 0 0 5 4 ] 

WT(c mw.M\zm-o'^T ^^h^^ * •? t$w\zm.w^ z> * a «w a c n •?> <?> ^ st *j »c 

IHM 1 1 
[ 0 0 5 5 ] 

in v i t r o^cSfc 

m ^ 2 0 0 1 -2 8 6 2 8 2-^i>^coHSi£l5ij8lc^VK 6, 0 0 OHAU/6 0 0 ^ l(67xn,7'u-M#:#)<7> 



i 



LfcHVJ-E-< 9 9 -£-80*C^<o34. 5*CIC#L fc. tft ft <r> A o It v 4 * d » - -7* 1 5. 000 
rpnu 15#W, rCTi't^, HVJ-E -< * ? - % ifefSft t L T 0JR L ± vS % L fc . #«b 
nfciti8!»%60M l<?)^u *v ^ x >/PBS(5mg/ml) (fiBt^U *v -f x> : B*ft«) S 
i&lcM 5 •blc3%<7>Trilon-X10 0£2M l/jnx. Tr i ton-Xl 0 0<7>«&»K0. l^co^M 

ML, 155HffllRHLfc. -e<7>&. PBSS*% 5 0 0 m l/jn^/io 7^?a*--y£l 

5. OOOrpDv 15#IB. rCTl'tL, ft»*r*]R*>4^J: 5 ±»*»*U PBSvSvS* 5 0 0 m I 
ftni.fc. ffjg, -7 ^ * a * - ^£ 15, 0 00 rpnu 15#W, 4 *C ? 31 'fc L , ifclBtofc 1R *> *u 

fH"bttfcifc5S!|&* 180 m l<^PBSJC«iB L . fcmSJS* 30 m lo'oS + ^v-f * D * * - "7 
iC^ftLfc. ^ - ^ lc 5mg/ni Hep §S|Lfc 7a ? 5 >BI»S»%5m L £Mc 5 0 0 m1<^ 
DMEM'i§?S (DulbeccofS&Eagletgtfl) tflDifc. 

[ 0 0 5 6 1 

HVJ-^U * v ^ ; : l, 0 0 0HAU. ~f U * v -f ^ > 2 0 0 n g/DMEM 5 0 0 m 1/1 well 
HV J -PBS : : I, 0 0 OHAU/DMEM 5 0 0 m 1/1 well 

1/50-7 U -1 ~>yffi : ~7u * v -( > 50 m fi/DMEM 5 0 0 m 1/1 well 
1/50 0 7 u t7-fy>ff : "7U tvo>5 M g/DMEM 5 0 0 m 1/1 well 
1/5. 0 0 0 U : "7u t7-fy> 5 0 0 n g/DMEM 5 0 0 m 1/1 well 

> t^-- ASf : DMEM 
[ 0 0 5 7 ] 

6 ^xn, 7u - h lc m M L 7>) *tt»ffiWWCT26fc±tattftigi**/in;*.fc. 30#HI37t: 
^ftMtg + lCjfcg^ ipi-tfl (DMEM, 10%FCS^*) 5 0 0 m l<7>£&£fr o fc. 3 VC <r> CO 2 ffM gg 
4>T-2BlSSLfi. 2 B&lc tft -IS #J H tf> fF ft o fc. 
[ 0 0 5 8 ] 



ft 1 










4^i£fl 


1/50 u frv >f •/ >g| 2 


81,800 


16. 688 


1/5 0 0 -7 U * v x > g? 2 


164. 600 


13. 859 


1/5. 0 0 0 ^ U * v -f v > g? 2 


196, 800 


15. 274 


HVJ-^U shv A > >gf 2 


16, 800 


170 


HV J -PBSS? 2 


201, 100 


8. 627 




2 2 0, 1 0 0 


23. 617 



[ 0 0 5 9 ] 

^-f^-z.fflK HVJ-PBS&8¥lcfclt*¥J5±iHBJia«tt, 2 2 0.1 0 0 11 , 201. lOOfllT* 
. tgtfe'N^T'U A i, >^/jO&g* (50 0ng. 5m g. 50m g) <JD£aBI0& tt . 1 9 6 . 8 0 041. 164,6 
001K 8 1, 80 0(@»c^LT, -7U * v -f x > H V J -Eft A g¥ <=o ^fe $ffl US ®t li . 1 6, 8 0 0 4® t & o 
. > T'a.- Z*£100%fc LS^^TJt^-tS . HVJ-PBSSMl. 4%, 1 U * v ^ ^ > 5 0 0 n g . 5 
m g. 50m J^ADS?89. 4%. 74.8%. 33. 9%T-*> * ^ lc jtf L , "7 u + v -f ^ > HV J -Eft AS? lc is 

[ 0 0 6 0 ] 

Z<r)ffim, -7u^-^^^>^HVJ-EJcftA-t-5CtlcJ:'J ©J ® % m US IS 48 #) * % If & C 
i: ic riftxfj Lfc. ^u^v-fv tg ft jft fln i^f <^ « iia ft fl| Sft « *» * <^u:t$ 

HV J -E ^ ^ — tc J: iftJifflflaicil A L £ #)Hlco * § $ 6» •£ . 

**SJfttt. ^#^-^»C <fc •) fi.f|>S:SiJf'Fffl£^|§igC-r e ): 7 ^^^S^J^HVJ-E^ f ? - IC 

n At5 z k lc «k o T . *.#*SI5«IBJ!ak:itm*»J%3HRTS * HTffitt*^ Lfc. 

i^mifj 2 ] 



[ 0 0 6 1 ] 

in v i v o^Sfc 

6. 0 0 OHAU/6 0 0 m ]^>HVJ-E^ 9 9 - % -80*C *» <b 34. 5*C lc ^ L^illC ^jgfb L fz. 

^Aofc7-( * 0*0.-7**15. OOOrpm. 15#WK 4*CTjii'l>L. HVJ-E^??-£ 
it IS* fc LT@JR L . ±i»*l**Ufc. »*>ttfcifcfB*W*60M I<t>t*L *v 4 > >/PBS (4 
Omg/mDSflclcHSSLfc. 3 >b lc 3%<^Tr i ton-Xl 0 0?: 2 m lfln£Tri'ton-Xll)l)<ofkiKflR8rfc»0. 1 
%fc 44 <* 7 icPty L . * 4> Gl 5 £ IB Sc H L . 

*<7>i£> PBSS*% 5 0 0 m l/jnifc. v * a * a. - 7*£ 15. 000 r pm. I5#ISL 4°CTif'l> 
L . ifc§S**JR*> *u iUISftJU PBSS5ift% 5 0 0iu IflDifc. SS, v 4 ? n * - 
-7*£15. OOOrpnu 15#BK 4 'C T al >l> L , ifclBfcfctt'b *v> «k ■? £±i**|fc£ Lfc. it IS 
120 m I^PBSlcj®® Lfc. 

£48* h LTUIT^*, <n*-mm L » * tl -? ft it 1$ t * C t \Z J; 9 * <o#jJH£t¥ fffi L fc. 
[ 0 0 6 2 1 

HVJ-7-U * v -i i, y&^ffi : 5. OOOHAU- ~f I * ~? <i *> > 6. 5 m g/l 0 0 m I /EE 
HVJ-PBS&4B* : 5. OOOHAU /100m l/EE 

65m g/ml 7* U * v ^ i> : 7* u * v -f ^ >/PBS (6 5 m g/ra ! ) . 100 m 1/ EE 

PBS£4§* : 100m l^PBS 
[ 0 0 6 3 ] 

Ift * H S* ic tt . BALB/c^O x (3Sift : <j")£fflufc. *HBJiCT26«o^*g|5fia: v 

^ i: »*!«WJiaS*«l£^fc*>Ic#a5*»J^Lfc. MfflCT-26*Ilia&, 1 

• »FCS* 3 frDHEMS*lcTilttL» 5X 1 O^flU (100 m I PBS/EE) <7>*B«a^fe «g&lc ^fii L fc. If? 

mtt. 20fsn9m*>^y-*aw«E5ooM i ig us a & 4 t ft o£» *s »i is § « a > 

[ 0 0 6 4 ] 

[ 0 0 6 5 ] 

St 2 





7 


10 


13 


16 




6 5m g/ml 


158. 4 


413. 70 


7 5 4. 7 


1 2 3 4 . 


6 


■7* U * V f> > 


25. 4 


71. 20 


2 0 6. 6 


3 3 2. 


8 


HVJ-7* U 


136. 2 


285. 70 


4 5 6 . 7 


6 7 6. 


1 




16. 2 


77.60 


1 16. 4 


2 0 9. 


2 


HVJ-PBS 


164. 3 


3 6 2. 2 0 


6 8 8. 1 


1 0 8 3. 


1 




23. 8 


73. 70 


143. 7 


2 4 3. 


8 


> -F^- a (PBS) 


158. 7 


418. 20 


7 3 8. 7 


1 2 7 7 . 


/ 




33. 3 


62. 50 


97. 9 


162. 


/ 



[ 0 0 6 6 ] 

ztz®.5-\iH'&ictort z&mn^-viMm&m. ** &u * u (pbs) ft 

m ~£ 0 3 \z ?jk ~t . 
[ 0 0 6 7 ] 

SS«l*»8ttiif "otiS:^ o £MStc , M5I4&43B g Jill* (0 2T- tt 1 Odayic 



ffl i) *>ftfc (02). 9B&([22T-lil6<]aylctij^ IK** ft 4 9 B ft) <7>ttif«g»« . 

Buie^tfm^ J; 0 Sffi LfciK*. PBS&48? : 1 , 2 7 7 ram 3 . 65m g/m I BLM&4& : I. 2 3 5mm 3 
. HVJ-PBSft-5-g* : 1. 083mm 3 . HVJ-BLM&48* : 6 7 6mm 3 ft -> fc (13 2) . Wft^ttT-flf 
i:, PBS^-^-g? : 65 m g/ml BLM&48? : HVJ-PBSft-fgf : HVJ-BLM&4 & = 0%: 3. 4%: 1 5. 2%: 4 7 
. 1%(H3) fcftofc. *v ^ >%am«».*SI5l=S4U/i8fTl3:, PBSJft-ftfk: It 

rat. mnn t>nx\^ ££#&4 1 \*m% *) n *§ 1*9 sb -\ <o a t£ a 4 tc * s t^^. M/g 

<fe -& t <75 *> £ o tt * <7) ftii <T) m H T- & h frit 4* 0 <r> ^ % <h> X it ®r T- g ft o . 
HVJ-PBS«-^fflfT?«IS»SSii8^Sft«it»M5. 2% 4: ft 0 > HVJ-E^ f 7 - ^ * X t * -5 SS<iO 

asrgft^tit. c nuHvj-Eic * jgjes nfcftSf^fflc ^sRsasA^^gss 

*ifct<o fc^f JB 3 n-So ^nicit^T-ZU^-vx >fcrAS41!f TttMgf9&»4 7. l%k ft 

[ 0 0 6 8 ] 

H % fiO <k 0 . VlT(?> Z tfrtjkZ ftfz. 

• in vivolCfcUT It. mmmmfflffllZ 7 U tf- vy > IT t li^ irt7i*§#]3i 
lil?. l ft'btlft^o fc. 

• hvj-e^ 9 m^tn.mwi%:i}*mibt>inrz. 

• HVJ-Elc^u *v -i i, y*ttAL®Mmm*lz&m& J T-LfzM'&\z\t. «*ifctfi«SS* 

[ 0 0 6 9 ] 

* fE BJil H Sfc lc J: •? . -bjb*STS3Ilcit^D L o o £ Iffi -la , #L*fi, BJffl • *M • &il 

• 4 crafts*. fiiKM (±ii«.fs-*. amm.mmm. mmm. amm^ir) . mx 

gBRUM* SUM JIf%^WlS^-t^T<?)|S|j|$«i's<7)«ffc4ft^«a6*. HVj-E^f 

y-^ffluSZirlc*') HT^tcftS. 

[ 0 0 7 0 ] 

*5cltT. # HfliC <fc 3 , ftSjg*g^**"t* ^ ^ * Xi>-<a-7-^ ? 7 -left A L£ 

i: *fl <& £• IC ^ <b J: 9 f* H /i ift * * ^ *> » 3 •blcHltefllJ*^^*. 

[HJfeffl 3 ] 
[ 0 0 7 1 ] 

*1fflIDCttl8Gtt£tt#Lfci' 'J y \z AtlfcRPMI 1 6 4 0i»ft***IH#*? J: VJ8# 

10%M (Equi tech-Bio. Kerrvi I le. TX> * ^tfRPMI 1 6 4 0 J8«ttT i i**B)IS*i*i#ft . 24 
t7 y' u - h ( 3 - x 7 - . NY) IC lral<?) 10%Jfilvt . 50 m M 2- > * ij ~? V x 7 ) - * if «k 
l/iffl}£*.GMCSF (lOng/ml : Genzyme-Teche. Minnerpol is. MH) S"frRPMI 1 6 4 0 ifi«i* ( DCt&Jfc 
i:Df^) *A*l, lxl06iNBIia%i($ffl)ia Lfc. 

lHfcSlct8ft±i»*Toiaok:P*5£L, Sf L v^i Mtgtfe lral ^ ^^jn L fc. 6BftlC^/||}i 
#T**k3^<^<W4*iHBIia*lHli|XL» Sf ^Jc24t7x ji, V u - S \z 1 x 1 060fl3^ 1 OOru/ml 'J 
(^H® 0 5 5:B5. x^v) ^-^/jd L fcDCtgtft lm! lc|g(*fflfla t fc. 7 B @ \z. m%Mm 

^*fflfla^@iR l , jx ^ n m \z ft l 7o-«*m h >h — 5y *f tc j: . g£ffltt*uiifa 

[ 0 0 7 2 ] 

13 4 : ^tt^lfflflai: ; - VB16BL6 (Xi»FStt) *HVJ (^^^T-^^ttft) T-afe 

xfflvtmm tmfflmcr>wk£r®*Mi%L tz. at* n?n<r>mmtft. fa-sum-? ztnfa^m^ 

[ 0 0 7 3 ] 



CUV saw (9 9 mj/cm 2 ) lc «k &^vgft£*T o fc. ft S isl!il$ffl L fciNB 33 . B16BL6 > 5 J - 
7|«a (H-2 b) . EL4 T-cell I ') > 7 * - v (H-2b). RENCA^flS (H-2d). and CT26 AH*?* 
A, ,tfflfla (H-2 d) tt-r^TAmerican Type Culture Collection (ATCC, Rockville. MD) *) 
MALf:. v> A#fitDClil8G#1-£tt#Lfcv 'J > i>lc AtlfcRPIII mOtt****Jil#*J 
ck V©#<?>ljScaEAL*Bllia*J «k V ffl & 6* "o 0 JR L fc . £ 3$ AH AS to J: Vffli»*40M m&<7> > 

icTvgjfil LPfc£ L fc. 10%lfiivi (Equi tech-Bio, Ke r r v i 1 1 e. TX) % £ tf RPMI 1 64 Otg«*T 

Mmmm-&fc& 24^x4, - 1- (n-*?-. ny) icimi<7>io%M. 5o m m 2->* 

# 7 h x 9 J - >i to «k fat&x-GMCSF ( 1 0 n g/m I : Gen z yme-T e c h e . Minnerpolis. MN)£*RP 
Mll 6 4 0 *§^it (DCirgtliliiDf ^) *A*U IX 1 0 6 Iffl IB ^ Itlffl 33 L fc. 1 a to § lc igft±i»* 

*ffl 113 £ IeI W L , If fct24^x^ y u - h \z 1i106JIIH« lOOng/ml -J *#fif ( Alif S9 0 5 5:B 
5, y^v) **flnLfcDCttHiliilK:MIBLfc. JBSC. #»*«tt«IB*igJK L , iX 

CO Sift 31 IC # Ufc. 7a--4--<h>hM-#4JTlcJ: , K 3* JH# «H US 7 *» 9 0%W ± tit CD 1 

1 c Pf T *> o fc„ 

[ 0 0 7 4 ] 

fflttmmtmmmmizz n-?npKH26 (#) fc*^ pkh 6 7 (#) ic^feu, ^^mft 

? d - + n,tft-ft (BD PharMingen. San Diego, CA) to Z UUMBUX' 3h h B 1 6 BL 6 It PET- 9 -< 
>l L fcfit v5 XgplOOf/i-fr (BD PharMi ngen- San Diego, CA) T Hfe^vStt^ M ^ fc. 

100 Gy (Gammacell (Nordion International, Ontario, Canada)) £!&tt LtzMMffl 
m (2X10 6 lIK 2 SO ix I 60 2 mM CaCI 2 *#t?BSS>S* : 10 mM Tris-CI pH 1. 5. 13/ mM Na 
CI, 5. 4 mM KCI) tffittmm* (4X10 6 AM. 2 5 0 m I <r> 2 mM C aC 1 2 * # tf BSSSJ* : 1 0 mM Tr 
is-CI pH /. 5. 137 mM NaCl. 5. 4 mM KCI) t £ 1 : 2 co gij T- ift L » 5 0 0 M 1 coBSSigfKlcH 

vj-e (o-i.ooo hau) ffiita Lm-tm-zm^rz. : &^mit^m ot#i, 3?'c , i5#w. 12 

0 rpmJ»®L/i. 1.5 ml^ BSS 1§ it <P T 4 'C » 1.2 0 0 rpnu 3^B<?>jB'(M»ff * 20tf 
itlRLfciNB«a*lHliRLfc. ^Ml*f^ic * •? jII$<7>HVJ-E£P&£ Lfc. 24«f^3?*C 
?*8«L* *ffl A3 £ [h] iR L , FACScanlc «k 0 Bfc & ig tt * U £ L fc. 
[ 0 0 7 5 ] 

13 5 : fflfe^-lifla^ 2 4 Of ffltg^L. * <?> ig « ± ill * ■* -f h H 1 > ^ EL I SAifcTHS L 
. TNF-a > IL-12p40i: t Hk^-WJia^ffl^ S^^f tl f n<^^3a^S^^ * 0 t ^ -f h ^7 <i 
< C CT-CpG ol igodeoxynucleotides^ffiu-5 k ^> ^ * ** it n 5 ft£ 

o Non-CpG ol i godeonnuc I eo t i desT* $ ti^r to % r> fz. 

10 Mg/ml CpG 0DN <7>1i\Mfr TTHVJ ^0 HAU (i.e., Mix) £> 5 u tt 5 0 0 HAU (i.e., 
FC)lcT24BfH «LIi±v*l^^fiO TNF-a , to* OML-I2p40, I FN- r co^S^ELISA k i t (Genz 
yme-Techne) \z * •? m& Lfz. mt&M IC fig ffl L C pGEflJ tt . CpG 1 6 6 8 : 5 ' -TCCATGACGTT 
CCTGATGCT-3 ' ) . non-CpG 0DN (GpG 1 6 6 S : 5 ' -TCC ATGACGTTCCTGATGCT-3 ' ) (Vicari AP 20 

02 J Exp Med) (Krieg AM, 1 9 9 5 Nature) Hokkaido System Science (Sapporo, 
Japan) * *) ^fi£f$ A L fc. 

[ 0 0 7 6 ] 

0 6 : St^-lfflfla^ "7 ^7 p«g icfifi L » 2a&lcWK «J >><#*JR9 IB L inter leron-gam 
biW^»(A). > ^ ; - ^lcjhT-t*»)iafl5SttT*BJia(CTL) (B)*«SLfc. ^Bfc^^CJt 
^T%v^CTL»iP**/i. 3 %\zmM8L&-&fai£>Zrzib\ZT is - K t L TCpC%ffl^fc 
tile * -o T $ "b IC %u in t er I eron-gamma<JO^v^ k CTLI^iP^ to C L fe» 
[ 0 0 7 7 ] 

(A) W^iffflliafc«tW)jiflHtt LfcBI««Bliai:HVJlc«J: oTl2^Pffla^ (0 HAU (i.e., Mix) o 

r 5 0 0 HAU (i.e., FC) ) 6X10 6 «Blia* 100 m l^PBSSJftlcjBjBS iifc. C 

. CpG 0DN£f$ffl-t -Sit a", I 00 m g<^CpG 0DN % 100 M I <r> PBStc v§ L ( i . e. . CpG alone) 



3hZ\U$bX\^M<r>mmt t ttjgUP (i. e. . Mi x+C p G t FC+CpG) L ffl v> fc. SffiMOEi: 
L llll^l+T2@&rt&-5-L!fc;£Lfc. 
[ 0 0 7 8 ] 

(B) »«EioB^icWK%iHiiRL3E^^)»KWjia%--3icatffc. 5x i ^m<^mmmm 

%v O >C«iII L fc M >§ ijffl Ha i: 10% FBS£#t?RPMI I 6 4 0*§il!l (50mM 2-> n, * h 
y;-*^^)t 20: 1 <?> §U T- S -t? 3 TC T *g ^ Lfc. 5HBB««Lfcx7 x * 7-*fflJjah 
100 At C i <so ^ 1 C r (Amersham Bioscience. Buckinghamshire England)?* 3/'C » 90ftf8j7 
^<afc?-ynt **JM»IIIS(lX10 4 li)*ti * &i£?}£tf (ellector/target (E/T 
)) . 37t:T4fifW18*Lfc. ««f IB&lc JiM^M L . MLfcfcW«**MicroBeta Tri 
lax Scintillation Counter (Wallac Gaitherburg, MD) \Z J: 0 PJS L fc. 2% Tr i t on X-l 
OOToTiBfbLftaj S tlfc51Ci*IOOfc L s ftf>U£fcW#3$SICTfl!SLfc. 
[ 0 0 7 9 ] 

13 7 : 3 (7) Bft ^ 4D IB fc CpG£4£ 1 31 WPi? 2 0ft o ? * <b 1 0 B&lc 1 0 7JM<^> 9 ; 

- ■vmm^jxfrmnfcftizmm Lmm^^^M-<tz (a). 

(B) ? tumor-l r e e co *? *co§iJ£- (C) ? t S* a *ffl AS £ CpG^irl A £ -b if 

* , «iSJ«(5'?*-) fz. 
[ 0 0 8 0 ] 

ni 8 : > 7 ; -•7iiis?iW3iiitJS* , ja»i/s* , v Bi * m a k m ** * s <^ » « jbb iia (renca) 

m<r>n ? *y'&^ C5?BL/6v ^ x<7)^Tlc IX 10 5 <®B 1 6 B L 6 ^ffl fia 3$tt L . BALB/cv} 
*?«lX10 5 flU <50RENCA*fflfla^ v ? * > &4^iSti?<7>& Tic L fc. Hi ffi B US » ft & 
, *l|t«g*fllELfc. Bt*S*»3mmW±ic<r -> £M-£M**£# Lfct^ k l< £ 
. M§* (mm 3 ) =ISX (*9&) 2 /2X'$\M^ L . S«»* 4 0 0 0iiiB 3 ia±<wfft*J*»S^ ttBifll 
^ IB **S!ftLfcift4&li£3iS5E MM60B&IC Igilli^Kft? L £Cd/BL/6 <k 17 

BALB/cv^7 x<7)^|*)|c^n-?niXI0 5 B16BL6*fflfta*^J= ^A" 5X 1 0 4 EL4 mM. 1 X 1 0 5 RE 
NCA Wffite * UhX 10 4 CT26 iNBJia* L Mmft&lz o w T tz . 
[ 0 0 8 1 ] 

rj9 : ? * > lifi&lc > 7 ; --?<7> e^fg^t -x 4. L fc. a* £■ *ffl JjS i: CpG^#ffl 

ic «k 0 Affile &ft*ffliflHI Sftfc. 

Jlsl^f^t, C57BL/6V7 *^££fffllini£filCoX10 5 B 1 6 BL6*ffl US £ 5 0 M l<^ P B S v§ 
fclcHBS L»«Lfc. K»21B&£JSfEmtf>i!&fc*l0iniiifilcftofci: C T *i IK ffl IP * Bf 
ffilc <fc o ?Ml+ugB 'J > xffll, -j > ^|p*Mi5fe Lfc. £? <?> v O X tt£ TKWBf 
21B glc$^5E£ tf. Bfti^fiSffi L ^T>-ST-1IS^:. £#P»«Tlc*JO?ffli|£#iB8cfc 
# O > h L . 
[ 0 0 8 2 ] 

Table i: IB « *M «6 v ^ ^ <w jtff * M * <w S S tt H B* 

2 it ^ Jit -fi *b aa <t> 3? ft? xicwiT, is] ifi m m *? <t o f p&gitiNBiia^B& j f *irt*fc 

. C57BL/6K^r?^^ XtcMUXlXlO 5 H^B16BL6 £>£iMJRENCA til IB € BALB/c v * ic 
ttL?5X10 4 flS<7> EL4 & * u tt CT26WIB* L fc. 

GOB^^K^v^x^^Table. lie Ifi© L fc. B&£mm t CpG-ODNlc «k 5 ^^©)^(J6BL6 

tisiiafc j: vRENCAtiflfla^^- n-pnjB* L/i*». m ?k m m m m ? * * . EL4iNBiia*f * v ct2 

L L , RENKAtiflfia t ^ & M U X' <D A $fe ^ L fcft&ttRENKA*BJiai?ift4lft4&4«*>4 0Ml£ 

[Iffil 4 ] 
[ 0 0 8 3 ] 

(1) -f > 

v ^ ^^H?ari^CT-2 6irafB (5X 1 0 6 $ffifla) * . 83H »<w BALB/c AnNC r i^jlfv ^ ^wISHS 
1^ ic^^i L fc. 5B Rlc JS^SS (^S) »«5miigS i: # o ill 4* IR US ic 0. 2mg/body<^ ~t => 

CDDP) *«Krtlc#lHl!ft4Lfc. S4»lcHVJ-E. ftftv^tt^ 



I tv^y>S.5 M g£#1ri-&HVJ-E/BLM£fii!f§rticmiHl (MB) JhZ^ltm 

1]U^.fz. 

[ 0 0 8 4 1 

(stfSfcl.) (DttJKffik (2JHVJ-ES, (3)BLli*>*Sf , (4) HVJ -E/BLMg* . (5) CDDP*>*S*, (6 
) CDDP HVJ-E/BLM£@£4^2!B&^M§*tCooT*fc!l£*T ofc. *MSfc 



(mg/body) * Ug/Hi*)** 



HVJ-Eg* £IS^*a-i£ 0 HVJ -E 0 

6. 5m g BLM/tumor 0 BLM 6.5 

6. 5m g /tumor HVJ-E/BLMgl £&&SJfc 0 HVJ -E/BLM 6. 5 

0. 2mg/body CDDPSf CDDP 0.2 0 

0. 2rag/body CDDP-6. 5m g/tumor HVJ-E/BLMfflf CDDP 0.2 HVJ -E/BLM 6.5 



* : > 7 (CDDP) fc L T 
** : y L * v -f v > (BLM) t LT 
[ 0 0 8 5 ] 

(MS*. 2) (DttlflSf, (2) CDDP HVJ'-E/BLMiii|sI£48¥ (*@) . (3) CDDP HVJ-E/BLM30&4 

m<r>2\B'&<7)mmBm.\z'D\.*Tifon-&it ~>tz. 2 ^iccddp^js-^ ibamzmMmmmm 
®i&m\%m\zii-imm (5x io 6 ;ns/ia) £&fl#tt l . w^MJiaictt-t sje&ico^t** 

!* L£. 



fflf IS AS l*3 & •«?• Bt»rtS4 

(mg/body)* (m/8*)U 



tt!»8* £9&fi% 0 ±JS.jm& 0 

0. 2mg/body CDDP-6. 5 m g/tumor HVJ-E/BLMfflf CDDP 0.2 HVJ -E/BLM 6.5 
0.2mg/body CDDP-6. 5 m g/t umo r HVJ-E/BLM&X3 CDDP 0.2 HVJ -E/BLM 6.5X3 



[ 0 0 8 6 ] 

mmi) mm m.t&\z & a- zcv-u td-i9?<r>mmt'm^z>tzdh\zMTizjF'?. mm&*&%. 

L. CDDP&49B&lc(Bftttitt«JiIi'iti L, iffl i» ft «E 5Rr fe * H «E L fc. 



ttJBfi* 0 0 

HVJ-Eg? £«£«E* 0 HVJ-E 0 

6.5Mg BLM/tumor tWlit 0 BLM 6.5 

6.5 M g /tumor HVJ-E/BLMf* <kmMU ; i& 0 HVJ -E/BLM 6.5 

0. 2mg/body CDDPg? CDDP 0.2 ±ii&Um 0 

0. 2mg/body CDDP-6. 5 m g/tumor HVJ-E/BLMffif CDDP 0.2 HVJ -E/BLM 6.5 

0.2mg/body CDDP-6. 5 m g/t umo r HVJ-E/BLM&X 3 CDDP 0.2 HVJ -E/BLM 6.5X3 



[ 0 0 8 7 ] 

(2) m&ttim 

2-D m m m m <r> *g « 



vt? x±m#> *#CT-26*BIIS*. 10*FBS#*DMEMtS«!l*fflv>. 37'C . 5%C02#£eT?*3 

75cm 2 <o 7 5 X n * ffl i> TiWIBJSttfctT o tz. «S0*=i > 7 * x> McJt L $fttg 
SfcfctTofc. DMEM(lO%FBS#1r)iS*P*5£&. IOiU> 'J > lftii8*±JIAS* (PBS) TAW* 
Hfe» L » lmL^O. 2 5% h ') -/ x > j: Vlmmol/L EDTA-2Na#1rPBS£$sft] L . 3 7 *C T B US £ 

iUBILfc. 9BL<7)DMEMtStfe**/jn^» *ffl)ia£fttf>, 5I'k#»(1000 rpra, 5#K) »C TUB US* 
@iRLfc. ±7ft&k£&. 10%FBS^WDMEM±gtl!i|CX$fi]fla^^m b . *g«Lfc. 

[ 0 0 8 8] 
2-2) ttJiflllBSSttalltt 

#9 8 0*3 > 7 ;u x> K \zM L fc«B US «o PBSfcffluT . *§^7 7 x n *jJt 

ifUfc. 0. 2 5% h M r/x DMmraol/L EDTA-2Na#1rPBS£ ^fi^s/jD L . 37'C T*fH!B*iU 

flIL$&y>£ STtlLt. DMEMtgiti^: ffl u T mm* %sh . il'kfttt (1000 rpra, 5 ft Pal) L 
fc. ±fS*Rfc£&. PBSCJftiBLfc. W«aM>#» ( 1 0 0 0 rpra. 5ftlU)L. ±?B£P&£&» 
PBSfcffloT 5X 10 7 fl/nL£Mli! L fc. 

[ 0 0 8 9 ] 
2-3) Wit 

[ 0 0 9 0 ] 

2-4) IS^iNBIia<7)JIIi 

tfe^Dllfbib^T LfcW*lc>< 'J *y%m^Tm%-%%MLtz, ^<r>^W>\z , tFM * 
#- -f 7**, ftttHj*? J: tfftltf£F (2 6G) fcffloT , 1 00 M L/s i t e ( 5 X 1 0 6 flS/b o d y) * 5 9Eco|/j 

[ 0 0 9 1 ] 

2-5) mywmftii- 

gUclMg (^g) *»5mmSSlc ft o , ¥±*JMS (££) iari3-lc ft •& * i > 

Jl 8U *fc ft & ft ic ck o Tg¥ft(+ L£. 

[ 0 0 9 2 ] 
2-6) £4 

^ 7. ft WW*?* vaw«-*fflv^T» s-ffif, *tffii<wn* 1 0 is ns 1*3 a 4 (1000 

m d l. *<n\B'&\zm%kyim*mmft®:-H- (100 M d Lt. 

[ 0 0 9 3 ] 

2-7) M&<7>IIJ£ 

S4Btft4ftJBkL/:. S4i3, 6. 9, 12, 15, 18fc J: V 2 1 B £ » ^^JlCov^TBt 
[ 0 0 9 4 ] 

2-8) mmM&^mm 

&8*£0K &4&21 B ($fe^l6~2 4iff RB&) lc, h >i X 9 - ji + V ') ^ U (fUtfTt 
JjftI3Stti*£a:)*igifc (6. 48mg/mL. 5mL/kg) <r)WLWx.fa¥k.H-\z J: £ Iff g£ T T Jfil £ <g 5E 3 * 

[ 0 0 9 5 ] 

2-9) llt»*&«$rfe*8c#gj!S L fc. Hffffljfti ^Mt^?7hT-8„ niJ¥ti]^% 
fflLfc. ffia^n-^-2 0°Cco^r-b h >4>-ei5^raHSL^. ft B14 t tr y > • 

7 n y ^*ffv^*i!feLfc. % IES O v jfli >S lc «k •) tf u » 50fg 

filR L fc-iX^-f*: (^v^ xCD8a • 9 v h K# (Ly-Z; Ph arming en) , JSv^^CDIa • 9 
v h m# (L3T4 ; Pharmingen)) i:4°C, -*JS(53*fc. 7. 5raM h 'J X*|jir^ (pH7. 5) Tft 

3 00^g^m LfeK 7 v h • tr * * yWM^ * ^ Ig (DAKO) i: 30^ra/xJt«^ -frfe. 9. 5mM 
h 'J *^iri& (pH7. 5)Ti5fe^»» 1001§#m^ 7 h u -7 h r tTx-> k 305>ra/xPiT^ -If tz. 11 
. 5mMh 'J *&m$L (pH7. 5) Ti3t^^. 7 t-^ H 7 KC J: 0 TK^fe^-v h 



[ 0 0 9 6 ] 

(Dttmffi. (2)HVJ-E8*, (3)BLM<7>*g* . (4) HVJ -E/BLMg? . (5) CDDP<^*g?. (6) CDDP . H 
VJ-E/BLMmiHm4g¥^M#**ii;£ Lfc. 

8J8<^lftSftTtt5E^o2Blc$H+Tfetift4frv*, 1 0 E + 2 E <?> v ^ XTlSLf:. 5E<7> 
H i«8 & <?> ¥ ft £ 77 7 ic Lit. * ft?*i^¥±*!M§«l2. ll)ttm& : 1641mm 3 , (2)H 
VJ-Effif: 1386mm 3 , (3) BLMO Ag* : 1 3 0 3mm 3 , (4) HVJ -E/BLMffif : /18mm 3 . (5) CDDP*>*S?:3 
87mm 3 . (6) CDDP HVJ-E/BLMi&lHlJft-f Sf : 5 1mm 3 k ft -> fc . J4!l8l^f 1 00%k 

L. §g?^¥±5fl*ttl$-t * k , (2)HVJ-ES*. (3)BLM<7>Affif, (4) HVJ-E/BLMSf , (5) CDDP 
<^A8f» (6) CDDP HVJ-E/BLMmiElS-S-i? »i * *l ? *l , 82.9%, 80.0%. 43.0%. 23.2%. 3.1% 
T&o Tz (010). 
[ 0 0 9 7 ] 

(l)itMg*. (2)CDDP. HVJ-E/BLM^@^4^, (3)CDDP. HVJ -E/BLM3E& ( CDDP&4& 
<7>HVJ-E/BLM£4 0 , 1. 5. 8B&) 48* * ft!!! L . CDDP*S4l 5 B fcfcCT-2SWIB*& 

*-f. CDDPfc4l5B&T-«. (2)8*?4E* 1E<7> v> x?SIH?.ft^ |})fi-Ptti 
E«t>2ETKW**i«y>'Qiifc. * fflMc is i ■> T . *> k 2E T 1 5 B £ **l«y> «b ti (13 
11). |SJ&lffi-MIM&4trtIftT'. (2)8f?4E*lE*> v»!7 (3) fff? 1J 5E + 4 E T 

*g*fe&*i8#>«btt/I:. Bi?»fta*'jg*gS C k a* « 8* 3 ft . 

[ 0 0 9 8 ] 
§j\8*3<7>*S3l) 

(DrtRRffiK (2)HVJ-E8?. (3)BLM^Ag*, (4) HV J -E/BLMg* . (5) CDDP^Agl, (6)CDDP. H 
VJ-E/BLM$i[£]£-*f 5¥. (7) CDDP. HVJ-E/BLM30S5-Sf 

a ** & a nn us ** ^ < . $ v* tin i» *s *bi Ha ic ^ s ® ftJBttJWBBf n**is#> 

htitz* HI *§ <?) 4"l> SE T li * 0 a -t i -v * ftiNBJia$E*>''I£#><o*ifc. ^^^sarcoma 
«UB!ff*<50^IIB. * 0 CT-26«HJfi<^MftJ8M«a*SStf>'btt.&. CD-4*? J: tfCD-8 (El 1 2. I 

3)Htt^tt« k ^ k&<^ ttft*-o fc. mHVj-EgflcfcuT^ttftlc (l) ttsagf k a iar 

»J , HVJ-E*»-¥-LfcW-»fif»T*f + »wa»*«»*)^ilfc. (3)BLM^*g*. (4 
)HVJ-E/BLM8$lcfcv>T t . B TO til <r> pff Jl ? £> o fc . 
[ 0 0 9 9 ] 

HU#fctt^T (5) CDDP^O A&TMJ. Bt«ffliill^KttlcfofcoTlli»jNB)ia<?)«5E«j!>*|« 

ih^nrz. cnrtRKrtja:4LfcCDDP*»jiii«**3icTiii*a*tu:E*'») . cDDP^m*^ 
$j k LT^^mic * •? m -is *ib Ha * itv»j k ^nt. cddp^^<o&4t 

U*^ffi«$fflfla^^^5 tf£ C k BTJt . -fffclM»lia**»-DTi>fc. (6 ) CDDP HVJ 
-E/BLMm0£4g¥T*tt . M Ic M *ffl Ha ft* '> ft < ft 0 . * ft 9 c^> mmWM \t M fcX L T o 
S„ *|^<7)@4XB UUDDP&49B g T'#> •? . * C SIS IK ABIC M 0 x h ~f . *Ktt**1t 
0f?T-§ 7 5 ^ ir 7 *>*>tt^WT*«. CD-4*? =te VCD-8K1±JNBJIS» (EI 12. 13) ttJffln 

LfuiK M<oHVJ-E/BLM<0]I^£iHctt;^-2> k ^fti^ (3) CDDP HVJ-E/BLM3lsl&4 

nfc. tt # as ic «i Ha » ^ * < . Efgfc(ff tpn<nmMi}-'Vi#>>btirz. n m to ft c t \ t , ftn 

Ttt38» "btlft o fc . CD-4*f «fc VCD-SPSttflR (0 1 2. 13) *» C tl t K IE tc |?>y> ^> tl C fc 
^ i: LTflf*)fti. ©^ffl^tlc «at * C D - 8 R} 1± iNB Ifi <?5 B k ^ k* tt CTUNDUaT* * 
C k tlTte ►) . (3) CDDP HVJ-E/BLM3@&-f-g¥T-. WkM<F>%fft\$l'\l\z J: Z> \><r>X' 

[0 1 0 0] 

* H «E flij T 1 J (Dftt^iNBIiaic & Z> n 9 * > MM **CpC-0DN^^/jn ~t S z k ic d; 0 JL# Lfe^ 
. k (2)HVJ-E/BLM^m»^S:4kCDDP^^#S:4<Offl^«I*lC «k •) Jji HI J» ft S it>» Jg *g 5 H 



fzZ t fr^F ZtlTz. 

• nmnm&co-'o t lt , cd-8 ^i4ffliiaftM*&$i'\ft-§;r^ o * 9 m i» «h aa si us 

a CTLlc J; -5 $/jJH >b ft h . 

• HVJ-E/BLM*4v^ttCDDP*»Jft *TlJ«l$<o«kv^ltt»%ait) , 5BfiT$ ftoc t 

• CDDPS4TCDDP<w»*ttif oft tlBimifaiMli^ffttf S« 0 . *ft»ftHVJ-E/BLM ft 
#-lc «k •? » CDDPtc «k "3 HfeU fcJttJIffliaicHVJ-E/BLM =fc < ft* ft#j3l£ 
WLMLfz. 

• <£ftP£. HVJ-EttBi*ftS*jBfi-r * t> x - h* fc LTfFffl^S. 

[ 0 1 0 1 1 

IH HfcJ: VEI 15ftHE*£fe UltC tttZWiW 

ControlT-liCT-266^iWfla<?)x tiglgft'^u. hyper chromatin. t£ft * § £ ft ^Imio 
> f£frg4&*^o^ft. ! g14Fif ft* ft 4. £*>Jft&ttHVJ-E, BLM. HV] -E/BLMft 4 Bf 

Ic ^^ft^li&ftlsJtf fti^JLfc*l3ft -oft*:. Ji^g&ftT-ftfcT^l*. v*n7-r-:xftvg 

m&frUabhtltz. CDDPft4<^ia#Ttt£lia£1£a t 3*ft^ft#f 4>IJL 7^rJ7T-yf/i« 

• > *m ja + ic « a LTfe9. fazmufrxymm-zM *> bat-o-s*!^ ^a-git «bfts. 

CDDP+HVJ-E/BLMft ^Sft-^T-tt. M *ffl AS & ft < ft •) . 'J > ' < & *IB AS to* # < ISft"?*! 

HE^rfeft^ 3 to* SI < ft *) . JxDf^^ftffirftoTv^. c fttt 811 US * ft ** Sfr B K *» 
ftT LToSSERlT-£> 0 . A* A, jfO H£l <o jRB Ma T Uu5 Ci:lc c }:6 i tftT-£>£i:# 

^-btlSo CDDP+HVJ-E/BLM<753l£lft4T'li . « t A t ^ > iNB US IS ft <b tlf . toTU 
gifttt^ft < il»it«*-3T04. £'ttJg5ELTo5g&#!b*^< m tt W A3 ft « a t E IE 

Hicisft'bn, -J > > < i* & mi us t # < igft«bft*. 

[0 1 0 2] 

a 1 6*? J; via i?^ HE*feiaicW"r*aiiiw 

ttftfe&lc <fc -5tfilM#jm<20--3 i: LTCTL**#i tbtlS. <* o T . hi 2* 1*3 lc C T L «H OS 6* 
HRlcSiB ftMcov>T> CD88HAa ( H M 81 *S \z m M -? €> C D8itt 8B A3 (± f 

ft 15 i: A ir*>»CTL8HAaT£>S C i: fc**^<* tltv»5) vfvS lc o o X tfclt £ fr o fc. 

ConroK HVJ-E. BLM. HV J -E/BLMft^f T tt CD8Pt'r£ft $033 li SCSI* tc 38 ft <b ft 4 « i: 
LT«-eft£ ir#< fto. CDDP&4Tttll1±»a»Jli/juLl£ieH£fc«fcAT&*. CDDP+HVJ 
-E/BLMfti£®ft J ^TtfCD8|it'l±8:fc*£ -b lc if i ©ttSfcfeft 6*M loTi^. 

CDDP+HVJ -E/BLMft 3 Ie] ft T* li > frJl i: Bfl <b \z m ft 9 . t\)m&mm\t V % A,&\zW&L 
Sftfettt^^lcMv^. .koTs CT26)NBIia!|f ^©ftCTLft^iPlC «k 0 CT2 6M8B A3 fc*$?5E L 

C ti^ft^aaic J: 0 . CDDP+HVJ-E/BLMft^ 9 51 LftJflc «k 0 . tn.mm%.&t) 1 M&2 
. rechallengelCc):§ll^ftJg^ ! t*^fflT-*>5i:%^'bn€.o 
[0 1 0 3] 

±i*ftX'tn.mm%L&*mm-?zrz#)<r> 9 >ucw-rs. **)^l<ij, * 

L < ttfiU*AflJ*ttALEJf$Ml*3K:4*Al- 3 «o t K«9J^*S4 ^ t * C i: lc * 
[0104] 

^ ffi ft to* A \z It S >S m * ^3 5 0 % g S i: v •> £> fi . f ft ^ tt - USt ^ tt $t- ?4 ?f ft 

. &$tm &X'&zit^m&h*mnx'ybm\znffi-t2>m&itmir>x'j'% < . ^mmmtmm 

3 fl €> ft ^oi^T'^ . 
[0105] 



[01061 

iSoT C ft <b <?> ft iff -SC J: 9 . 4-&*>ffi?6«$<7>:*;«ftiai±ttHI!ff L a»fcv*fctf>, %<r> 
****SI««w5D*<»»*j $ -o ic 3t # L *a fiiij l£ ic S -t -5 ic ut , ,k 0 fl|iifcfl:**»^IB»6* 
Xfc>-frft 

[0 1 0 7] 

ft^ai7£icfl!ffl$n*jji«jwtt. *a *i Ha <?> £ ■? ftit @ ft 

<r>1i$M&%\z5-Z.Z&ffii>*T'&Z. Ztl\ttn.mM<7>MM%i}*&WM\z «fc -5 £ # ^ <r> & 4 
Tl) 1 ), **A,jNBHaiil^<7>IE^r^flB/iaic ^ fa JS 5U 3^ U . IES«BJIS*'*S*« 3 ft * > * x ? > 
* L ft < ft S fc*> T-*> £ . 

[0 1 0 8] 

ftTo* 6*. 3&B¥j&T*>Jj!t*SJHia!f£ £#JH k L T ill fpffl u ti^tiTi^. 
[0109] 

«ff S l& ft fit ffi »J i* A » ftoiT*i(iW-N^JR*> ii*^»**»i;TSnttx H « «9 ft m * ffl 

k ft *. ^^lc. tft Tis $J <o -< >- * * (vesicle)-\60flAjb*5T^lcftft[2. 

. Cftlc * *) ajffffl**^ < 18 ft * »f U JJi JS 9J S fF fiB t « V ^> < k 

ft -s . 

[01 10] 

LiUiffiifflcigAL, fdL^o ffi: A, »J k <r>ffi-m\z =fc ►) , HVJ-EtfOTx =. ><> H fpffltc USB 

[01 1 1 ] 

fto T # bj^ m # KMC I J fltj £ . 5f*Jtfi^<?)tt A(IB**t*^*ttfl:HVJ-E'< * ? 
<?»blc. HI « £ ft S »J * £ 1r LfcHVJ-E^ * ? A L . tfiJa j?J£4 k <o ftfffl [c J: 

[0 112] 

WTlc, * f& Bfl£ f£ |ffl ic f& Bfl -t 5. 

[01 13] 

#»i*Hc ck •? aiflFffl*»*§ ftK«»J% . BBS L ^$£lc>agMcM:f T£ i^vfcfc'tSW 

£ ft £ . 

[01 14] 

pit s s *i ft u . am^fb^ia] aw • ±it^m &m 3 fisic u . rj&&* ajRStt<?>ss 

o<fc*1&1t*fflv>*>&J* S-tft t>*>it^m%;<ntt%il*m±y!}\z ck S^^rjEiO Aft ^>-f ®tt 
[01 15] 



I 



JW (WT. tfiJfflflJ k»#)*^W -5 3 fc VLffiM t LT 3 <b \z Bttfi&Kttfl* If » ^ 

U -f v >3S. Th 1 1T70> • ; v «f x >cot> h => * J > & $!) S 3U . ~? A V 

. Xh^F'/hxV, 5-7 it ±o 7 7 x * (5-FU) <fc ^-f- <?>^|i|#s tT 7 * tr v > J: 
V * ft <b ^ II 3fc US »c ft S 3 ft^ig^^lf £ Z k fr*T-§ 6. 
[01 1 6 J 

Cft *> f L 3* *S£3W . 3 <bl c$f 3; L < li t* u tv^>i$f ifsctfc'T'f^ 

Mttft ic a 7* u v -f v > (Bleomycin) * fc H f <7>^I1^ r# | C fp# 3 ft & jg, ,£> & oiJ 
7n v -f x > (Peplomycin) * li <7) IS II ^ 63 lc fF §3 ft-SJg^Pl-f £ Z t frT'B . 3 >b 
ic ft L < ttJ§[S£"7*u vM >• > , ffiWl? I A -> *s . (il^^Dv^vtfifKi 

[01 17] 

#HBflk: frZfem & titty ~&tKffiM £ LT&m-t ZM£ . Siffii: *3«*>«3BttBi£3 
ft-f. S # «S IC tt EJ0 « . IfiMIM^*fn-f £ C £: fc*T'S 6, C ft «b <W * T- ^ H^TI 6* 

[01 18] 

mmm t u * •? umicij. w * « n* « * *us, jgfbs*. siaifiP«, w a f* 

ffi. *J3t8f4««<J0flk #-K8RfSBi» JBtt'J>><flt, SH^BBif tflf 4 C tfe'Tt 
. 3 •olcmttftlctJ. ^fbSBIfi t LTfi, IliliM*, H SB SB ffi L T 

[01 19] 

c ft >o <7) U ff ^ <7) 4> T- 1 . * *> fc LT it. ikmffi. S«JBtttt». 

Sltt. HO 2: IS ffi % 38 w s c t **x*§ -So 

[0120] 

}X IC * fEBfl |c It £ 7 A >l X i > ^ a - 7 -t 9 9 - fc tt . 7 ;U X h RNA * £ U DNA^ 
BX *) H^fciTJi 0 s i§ S IS jlft #'J3^L tf K. -J y. ? u h', 7^ ^ 5 
K#^HALT*fflfla^A(translection)lcfiJffl3ft-&^tfOT-*>"5. 
[01 21] 

r? A >i ^<r>W&$j PRJE3 ft4v»6*S#W tc tt» z. \t U h n +? -f h, t.|4 , V A >\,^ 

U . 30 + 9^^1, 7 v tT ^ ;U X f4 N /^S^V^UXft. t i h ; ? 7 'l? -( i 

x f 4 % 7" ^ -v 7 -f * x f4 , 7 7 K 7 * x f4 . * -v * * 7 -f * x f4 x n> ^ * 7 A >i x jp4 
, /^aa^^^ll, te J: V ^ ^< K ^ 7 ^ X if4 *» ^ 5: -5 ffif «o SiR 3 ft -5 *4 ic H ~t Z> 
7 -f * X^plf t jt?*T S -5 . 

*#£BJUc ***** * X t LX 3 «b ICSM IC \t . M*. It-ty f A 7 A * U h a 7 
'f^X. ?f ^•f/U, TfJfflff^-liX, M^^O-f/U, 7?>-^T7-f'U^ 

[0 1 2 2] 

Ctl^+T'l^ *F*L<tJv7 Xflr|i^7 A 'l XO- T?i>5t> ^^7 * X (Hemag 
«lutinating Virus ol Japan. WT HVJ ) * C i: % Z . 

[0123] 

#:fc-b> 5M 7 -f * LTm#Wlctt, VR- 9 0 1W * Arae r i c a n Type Cu 

Iture Collection (ATCCo ftpff : P.O. Box 1 5 4 9, Manassas. VA 2 0 1 0 8 USA. TEL [1] -703- 
365-2700) *r «b fH A -t -5 C t *'T| £. 

http://www. atcc.org/SearchCatalogs/longview. clm?view=av, 1 52376. VR— 105&text=Sen 
da i &m a x = 2 0 

h 1 1 p : //www. a t cc. o r g/Sea r chCa t a 1 o g s/l ong v i ew. c lm?v i ew=av. 1375478. VR— 907&text=Se 



nda i &m a x = 2 0 
[0124] 

^>fn,*x>^n-7'-<*y-lcouT«J: , )i¥L<li, M £ Itftm 200 l-286 28 2^&38 ( 
WOO 1 /5 7 2 0 4 tf&m) > iff HI 2 0 0 2-0 6 5 2 ?8^&38, W0 03/0 1 4 3 3 8^i>i?^ lc|B(R $ ttT 9 , 
tt«itt^|| 2 0 0 1 -2 8 6 2 8 2^&«^lltte#J84 tttifeo Ti««^* C t **T§ 
[01 25] 

&fcft;^-ft>£#J£ -f * xx>^a--/^ ? 9 -left A-t fcuT itRffiyS&M 

*&m~tZZti)*tf£L<. nffifeftM t LTmftttlc it. MjL\X b ') h XTr i ton) XI 00 
. •r'^^ -> =i - fctt**>S, ^->\,WclLrz\tZ<r>U%r-%mwz> Z t ib*T-§ 

*L<tt=i-^^+h 'J ^ A £ # W £ Z i: § * . 
[0126] 

[0127] 

v ■> T ^ ffi f b -b > ^ -f *J -i >V X • x> -< a — — (iilT, HVJ-E'* ? ? -) tf5i§ 

£-£#JlC k o T . J: ») s£ IIB Ic gi Bfl £ „ 
[0 1 2 8] 

HVj-E-< * ?-ictftffi»J-St*A"* taffi9J««eff%lcjgflP^«. CCTIffl 

^£^1 ir«xliPfi£<* n-f , S # AS ic tt 0J U\ TE*8» fix (1 OmM h 'J * „ IniM EDTA [pH8. 0] ) 

[0129] 

vi troHsaTiitg^jft* iztamMfrii tiz z t & < a m *h «a »c jrt^s ^ -r s z t 

[0 1 3 0] 

^imx-3h *) . mj&ffi<?>ffim®<r> &iz$]m& < ta m m * m s -t h z t ^t-# s. 

[0131] 

3 ^ Ic Af>v&jfHcfcoT , ffiffifljft AHVJ-E~* * 7 - # & & 4 K i & ffc^Jtvi £1* 
[0 1 3 2] 

Jjx ?S mi ^ ft A L f-HVJ-E^ ? ? - U „ in v i t r oUSSfcT* l± * x h ^fflfla Ic h 9 > x 7 i </ -y 
3>-t*. * tf> # ^ ISB § tt , AJ^tftfiSlSftJfcitA LfcHVJ-E~< * ? - co yg £ ig ItflH 
US ig ifi ic fin £ «r fcw^atfffflti C i: ib'T § -5. 
[0133] 

S 7 > x v x * v 3 > lJ3rCTjxf5 $ € 30$Hil±, 4 81^ R g|J £ t h . 

% It ± m m SC <r> ti^y h u UWST assay (£*ll!Jia<^ ^t7> hf 3 : cell counting kit 
-8, loJCft^) ic* •Mf ?<75**<ff * Lv^„ 
[0134] 

in vivoift&^SAlcfcW-sjtt^tt* iJiJx a v ^ Xtfoif^-. ?®^Bfla * J IB]^^+fiT' tt 
[0135] 

-< N 'Jfryy =-TtS«U/itS«J5Jl«lia* v5 x^£F<3ic#*i »*l iNB Jfi 6* if 5fi gt , 

K^^j^it al^hvj-e-< f 9 -^mmmmm&^\z^ l . jag^^^fc ± y*as*pj 

[0 1 3 6] 



mtmv&Jift t\z ck S#14#]J1I<7>* L ^R«> totift^M a 9 . flt M ffl M tH tc tt BR ^ 

%,m®ffi\z *zmn®mmfflmmMib*s.mT'&z z t & m m ®m n ft «b u \z m m 

**-/*F) fc^VfltM, m%m<»ft^ -J* KI/tJS*3*» LTfffflti. m«l#JtAwRS. 
flfM^Mft tntt*-/* \t*f\zttt* &f&ft&fr£-f j&iSStK ffl/Bttftftlc Hf iji 
B 'J > '<^ttffi#jg±iNHJISlC:5HLL , T 'J > $fe£&* a > h o - * ■** ^'U ><-TM 

«»ftS£«ffi#**±#*£?#ii1t$&£i: , M fc * -5 *ffl 33 tt ft S * . 

Thll=ffil+ttttBttft«E*>*«ttlc«r »K -^Th2lc ffltt *'« fttc ft -5 . M#IJ 

> X<7>JllC/£ 1*, Tfc *) » C *l *> ft & ft Jig tt S « <7) HH US # & "t -5 SiSC 

tt^ftiS't K ii -i >lCfifc?^LToS. ThlS!^ -i V ij 4 > t LT IL-12, IFNrftir 
-^Th2S^ -i V Ji 4 y t LT> ILH, I L-5 ft t tf h fl Z . 
[0137] 

ft&* It CM ^icti, CD8PBttifB)ia»SttTJBmia(CTL)*JJ: VCD4BI1± 
><- TiNBIISjb*#SlcMft&§y*3lfc LTv>5 C fc (North RJ. 1 9 8 4, Creenb 

erg PD. 1991. Pardoll DM. 1 9 9 8 ) SftTv^S. 1f IC ft& $ ftfci*l4&*>CD8»1t T8MIS (CT 

Da, in vi hoX'm.mmmmm^mm l (wanger h. mo) . tt^ ft^c * zi$&mm%i 

\zmm&tMi*ft fz*t& Z t 6*T-§ (North RJ. 1 9 8 4 . GreenbergPD. 1 9 9 1) k <o 38£ fc* 
i^tllus. Lti'oT, M#S«&CTL*u * < l^a#T'§ £ 6* tft HI iff ft v£ 

IS ft C u T M 5 T *> S . CTLC <fc5ffiMft&&T«BJISU -fe^ ?-*-*LT. Mfffl 
H3 It ffl ic 3% 31 £ ft£ IS! J/t/f (major histocompatibility complex: HMO 9 9 x I 
tIitSJS4*^^f K«?)«^#*CTL*«B»U. '<7 *- >«f*M*Blc**A 
t4 C k ic * o T*ffil]SPiS'l4£ftf? t -5= Hl«JffM^CTL^i|lcii, * -f Ut ^ 113 ft S 

"7 K ^ [a]H"t h Z t \z ±iR**S 6 V tl > Serological Analysis ol Recombinant cDNA Exp 
ression Library (SEREX)v£lcJ; *) mt)i§.<7>]gbfiiikitM£.~? < <r>-<~f f- \* ft to* $L Hi 

[0138] 

^ K ^ i n vivoTJffflfla^lfi±tcftni5ricS(l^J:<W^3-tt-6*»i:v*7^, co-stimulatory mo 
leculeT-*>*CD80/CD86co^mft « $ tiT v> « HBtt^v^. ifSi-ftUJ, 5/j$^lc^ 
-/f K *T t co-s t imul a tory mo 1 e cu I e T £> -5 CD8 0/CD8 6 ft k^^S.* 1 © < , 

JJi /S % 1% « "t * 1NB IB k: W -5. T^fflfla an e r g y ic F(5 ^> t 5 tlTv^S (Cribben JG. 1 9 9 6 ) . a 

L. #< <r>Bfa.ffiWM\tZ<7>* 9 ftajfll?l|!ffSfl5raiH^^aLTv^lC ! t^'bf . -e^^ 
Hlcfctt*CD80/CD86ft ircoco-stimulatory mo I ecu I e^^S.* 1 ^^ ft C t ^ h , filfil-fRlc 
W-t **«lft ftSjxJS^jgiS't * C fc Lu: i: 5 tlT v> S (Hirano N. 1 9 9 6 ) 

[0139] 



zrz. m&<nm^t LTCTL<7>±#«isy)'bti-5 a* m * ie & a* g £ ihK^m&t lt> 
^mn^m^mm o fts) ic*^ ^snefla, ^ •»! iih as <^ -« a <^ t-nc ft t >k z 

tl^M^flXOI^ CttcJ: *) MM fflM<niRM$}lW;1)< mm® ft ±1?- Lfcc k ti 

Tfco (Yu p. 2004) » mffimm^ovtfcM®. ^.mmm^mm^mmmmizm ltijs 

W ft W B i: LTf i^nSJ:7i:5r-DTSTv^. 

£ € & C t fc*T § -5 jb>^ o T *) s ^^^H^irLT. fei T cr> & b*m IT h fi & . 

* ft s us fit J5 a* s s ntu^^ 
mm m <s fitjs a*n] £ s *i t * v> m s- a tr •? -r s a* 
^faEiSitenJB ( fit ^ m na ft ^ ) icmicm* < rfc/sis^a 
it jean as c <w « m Ha * jo <o j$ jr * *n <snc us * < 

W±Hf * £ ± T ftnfiT ic Hi * ft & (CTL*+'& t L fc) €S * 

ft & $ffl oa <=o n & ffi $ » $ © «: a a 

[0 14 0] 

[ ft ft £ BR 1 ] !f?^ 2 0 0 1 -3 0 2 5 4 1 ^i>^ 
[0141] 

1 1f i* X UK 2 ] !t?^ 2 0 0 2-6 5 2 ?8 J ti>^ 
[0 14 2] 

[#ftfF3:SU ] Anticancer Res.. (1 9) : 5 3 6 7- 5 3 7 4 . 1 999, Ihshda H. . Kan e d a Y. , 
e t a I . 
[0143] 

[ 1¥ ft fF SC ffi 2 ] Hum. Gene. Ther.. ( 1 0 ) : 2 7 1 9 -2 7 2 4 . I 9 9 9 . Zhou WZ. . Hoon DSB. . 
e t a I. 
[0144] 

(#tf^ti3] Gene. Ther.. ( 6 ) : 1 7 6 8 - 1 7 7 3 . 1 9 9 9 . Zhou WZ. . Kaneda Y. . et al 
[0145] 

I # ft ft £ I8U ] Mol. Ther.. (5> : 291 — 299. 2 0 0 2. Tanaka M. . Kaneda Y. . et al. 
[0146] 

±3B 15 mm&L'fe (CTL£4"l>i: Ltz) *jgg £ if h 6*«*t ft SttT 

7(>T§7 57>i;a/Ot> , UT r HV J -Ittffi Ifi 'J $ V - Z* fc» «b ft -6 T y 3. > H J t L 
T*>ftft&ma»<? *lTu£ (ftrH 2 0 0 1 -3 0 2 5 4 1 ^-&38). ZnUmi 9 * > t LT <»®%k\z 
ov^tiSi'ft^nfoi (Ishada H. 1 9 9 9 . Zhou WZ. 1 9 9 9 . Tanaka M. 2 0 0 2 ) .. HV J 
-EttHVJ^t t<r>ffim$ iitz^ 9 *) (ft H 2 0 0 2-6 5 2 7 8^i>iJ) . -< 9 9 - X * 9 

>\,<r>*\z -f °j X 5 K . * 'J =TDNA • RN A. ?>A^f , =f- Y . & 9t=t it&® £ ft AT # 
. in vi trofcJ: Vin vivolcfcuT ^I^ftA!****^ * 7- ^ t ? * &\%<r>fflm^i$ AT 
§ , £ f-i > n - ^ ? > ? MT&S F ? > ? W<Of/l£ tC J: 0 $fiaflaiB]dr^rS*^-^ i± 
h Z t !t>«Hrft&T£><5. # & ifl # ■?> tt , ±3B*U^*fUffl LTHVJ-EfcfflufclBfcft&lcou 
Tt*ft*fT o fc. 
[0147] 

ic + ftftMicit sts ftv^ c k vmmz n^o a ❖ u c^sa^ma-t^fc^icjBft^ 
> k ffffl kKft^ %m-< 9 9 -\ztt \l mnmm\z l , f&<7> a* a, ^ m 

JCffloTilT**. $ 'b»cCTL**.mse$ tiTo-Stc^to^fc^^-f. El IBI «F iffl » * JR 9 « < s 



t r om a *ib jmic * *) mmuiiuz ciimm ^m-t § z. t ft'Tft , m nmm <*> mm mm * $ 

ffllc * 9 ITfifci"* C t *'T§I. i: O 7 ®KB fiO & ?& Bfl T * £ tti'bns. 
[0 1 4 8] 

1 o liHVJ<7>f$fflT-£>.S„ HVJiOT^- a. ;<> k IC =); o ~Z &1%Vtf\B~&l\\\^ ■> 
[0149] 

7.7*7 (CDDP. 7 > : B*ft^) kHVJ-EIc 7*u ^ v-f > > (.MM^i * v ^ >- 
> : B#ft:^) ^HVJ-E^ f 7-lcf1AL^f£L£Jg!f§ffi*a4'tc:£AL. #j M & Hi Tl & 

[ 0 1 5 0] 

2 >bic3^@ t lt, -gag;* tirzWimM*j$n\z%)m£ < mmmm^izmmx-B £ c t 

t)1 [-f ti § . 

^ n^ia»^^ij[B]ii®^ifflfla^p^-t-z, t 7 Life 

9. ^fFffllc =k 9 fK^L£M<7)t#&K $ >b »c l J g] ff^ Bi ?i ^ ^ 14 95 ic Jim -f -5 £ *>> lc ifij 
[0151] 

ircovNHLgiifis. §IHS&;H (i'BlJB.-Sja. nans. BRH«. ir) . tSA 

g&Rjflt. «tt v >-»<m, M^^Bfl?s^i-^T^|s|^ili'^<7)ST^>5r^b^^v^fe , . hvj-e-<7 

[0152] 

d — 7* -< ? 7 — co *7 4, x > -< a — 7"$! ? > 9 W9r\Z «fc -5 T >' V \Z & & M flfz 

Mm^fF-ttztb. M # US IS Sfc 00 * 3 s W -6 ** » *^BH c ti hcomMMlz «fc -> T ti -5 

^ co T- ' J & v> „ 

HJfefl 1 

[0153] 

8M<5DBALB/cAnNCr j&tft v*7 * <o 95 & l*j ic . 7-5 X±f}|JS A *<7)CT-2 6 A3 (5X 10 6 
mm-ZftteL. gi)^7^^ff|lf:„ &tt5B»lctt-«&(A'£)fc*5M€ftlc2L*-: 
Ift^^lRISrtlcO. 2mg/b 0 d -f 7 hy>t(y^if>, CDDP) tS^Lfc. ft^Bt 
ic, m@ *>*utt1S»|5I (30 : 5, 8B&) . tKt)*A,M (^^t*u ^> 

■7 l : B*itm) i§-iS7-u 1 ^> [BLM] ) #/^#HVJ-E#^Mfl icg:-^ L fc. 

5 «b IC ffl fc* A Xlc^I^M^^)5(EL/-- xic, CT-2 6*fflfla^ -5 ott |B] & v •> x i 3|5M 

[0 1 5 4] 

tfi^HT, (DrtSRfiP. (2)HVJ-Eg¥. (3)BLM<o*g¥, (0 HVJ-E/BLMfflf , (5) CDDP 
co^g$. (6) CDDP HVJ-E/BLMiUlEm-^&g^i^L , ^ tl f tl IC o o T L feif^co 2 1 B 

to at m s a to u s * t f u tK m m s/j * \z r » -t # * n ^ f- . 



[0155] 

(mg/body) * U ** 



ttmm ±m&um o £.m&uw. o 

HVJ-Efflf 0 HVJ-E 0 

6.5m8 BLM/tumor £H^iM 0 BLM 6.5 

6. 5m g /tumor HVj-E/BLMg* £Hj^J§*r 0 HVJ-E/BLM 6.5 

0 . 2mg/b o d y CDDPg? CDDP 0.2 ±ii&Utisi 0 
0. 2mg/body CDDP-6. 5 m g/tumor 

HVJ-E/BLMg? CDDP 0.2 HVJ-E/BLM 6.5 



* : ^ X f y (CDDP) UT 
n: -i ■> > (BLM) t LT 

[01 56] 

(UM.2) mmuzte L £if£-<7> ^I^CDDP HV J-E/BLM^ 0J54 (* 0) £ t+ £ \K 

mmm^n^Kzmb-zf&z.. hvj-e/blm<5oji&0 (30) ft ofc(»a».2-i). $^»c 

J£*ffdfctf>. Hi •(§ $ffl 1)3 (CT26*fflflS m%k. 2-2) * VBALB/cvt? X rflJJi$B/iST#> & Me th-A 
IlKURHI. 2-3)) tf)SS44lfo. i a*^ttiNBfla<50£^ » Mffl Scoif R \z o o t 19 fc 

[0157] 

(tag*. 2-1) 

(l) nmm. (2) cddp hvj-e/blm*0^4-§* (^0) . (3) cddp hvj-e/blm30^4s?^2i b 

[0158] 



8* inertia:-* Ill « ft a -5- 

(mg/body) * ( M g/flt A) ** 



nmm ^a^fi» 0 ^a^ns 0 

0. 2rag/b 0 d y CDDP-6. 5 n g/tumor CDDP 0.2 HVJ-E/BLM 6.5 

HVJ-E/BLM&-S-S* 

0. 2mg/body CDDP-6. 5 m g/tumor CDDP 0.2 HVJ-E/BLM 6.5X3 

30HVJ-E/BLM&4I* 



* : ■> x -r => * > (CDDP) t 

** : y u *v i> > (BLM) t LT 

[0159] 
(MS$. 2-2) 

»i Ha <n s «nt * ff % 7 bu *-ett±aeKa»t iBj+j^^g^-^fiSL . cddp^s^-ish^iciwb 

JH^^Ua^t6PJig^lcCT-2 6«HJjaif J: <7Meth-A01fla (5X 1 0 6 (1^33) % * ti f ft£ ft £ 
I 0 1 6 0] 



CT-26 MethA 



I 



ttmm\ (tj«cT26ift4*> 9 ) 

ttSH8¥2 (#J^CT26£4& U 
«IIEO. 2mg/b o d y CDDP-6. 5 M g/tumo r 
HVJ-E/BLM&4 

WltO. 2mg/b o d y CDDP-6. 5 m g/ tumor 
3BHVJ-E/BLM&4 §f 



O 
O 
O 

O 



O 



O 



[0161] 

(KM* 3)MS*2 icfcux LfclS*««Jlt4«»k LT, Bt«BLM*IIU»rt left A 



fc la] 



(rag/body) * 



1*1*9:4 
U i /MM) ** 



0. 2mg/b o d y CDDP-6. 5m g/tumor 
3 0VJ-E/BLM£4g* 
0. 2mg/body CDDP-6. g/tumor 
30BLM<o AM 



CDDP 0.2 



CDDP 0.2 



HVJ-E/BLM 6. 5X3 



6. 5X3 



* : i, x -7 7 (CDDP) t LT 
t* : y U * v >f ■/ > (BLM) i: LT 

[0162] 
mm. 4) CTL assay 

sSRtt»klc*jv>T L tfi 111 »fc 8 CT26WIB4f Sl» *ffiMftSE<wjBi6Btc*JV>T 

*>tf>*kM£*T 7 fctf>, W$/<fc 0 0JRL/ilBKjNBIia*CT26«I)!aTl|iiJ«L» 
JRtt 7 -<n, Lfc * a ^£fflv>fcCTL assay^tfv^ CT2 mm «9 4 t^li ftSE ^SBifi 5 ft T 
U & IC -o OTjftrj' L £:„ 

ft*«aftt4fv^T» (i)CT-26«njia*mfifflf. (2) n-imm^ &mm& . (3) ct-2 

JSfl+CDDPS-5-fflK (4) CT-26«Hflamm+CDDP+HVJ-E/BLM 30&4g# % * ft * ft fF fty L MM 
IC # L tz . 
[01 63] 

(MS*. 5) ^mtamm^mz «* stfcM^micouT^MMicfcuT l £ m m ic *> it 

SCD-4, CD-8, 4f4"3L v * n 7 r - ^ # <tv§ H £ Pi h fctf>WTlc^i-|*B*S? L 
. CDDP&4 9S&60MiM£li§tt L . Jrm^it^^^fe^tT o fc. 



Hfi$ l*J 
(mg/body) * 



(m g/M)** 



HVJ-E&4S* 

6. 5m g BLM/tumor ^ A&Jfg* 
6. 5m g /tumor HVJ-E/BLM&48I 
0. 2rag/b o d y CDDPS-S- g? 
0. 2rag/b o d y CDDP-6. 5 M g/tumor 
HVJ-E/BLM£4§¥ 
0. 2mg/body CDDP-6. 5 m g/tumor 
SEJHVJ-E/BLMS-S-g? 



CDDP 
CDDP 

CDDP 



to. 

(ft 



0 
0 
0 
0 

0. 2 
0. 2 



HVJ-E 
BLM 

HVJ-E/BLM 
HVJ-E/BLM 



0 
0 

6. 5 
6. 5 
0 

6. 5 



0.2 HVJ-E/BLM 6.5X3 



[0164] 

(2) muni* 



2-D mmmmntz^. 

BALB/cv? &%Cl-2mm*. 10%FBS^*DME»ll»tfe*fflw 37'C. 5%C0 2 ^& 

^ffofc. DMEM(lO%FBS£1r)ift*Rfc£8fc. lliLw; > K«*±HJ|fl* (PBS) T«IH* 
tffcv^L. l raL<7> o. 2 5% h 'J 7*:> >fc J: Vlramol/L EDTA-2Na£-1rPBS£M L , $ 7 C TABUS* 
3U«Lfc. 9mL<z>DMEM*§tfc*;3$7]n&, iNBIia^m*), (lOIOrpn. 5»W) lc X fflm* 

BJRLfc. ±?SN>5&&* l0%FBS#1rDMEM*gil!ncTiiffllia£#mL. *6«Lfc. 
BALB/cV7 xMelh-A«HBaiO«FBS#1rDMEMl3Hl«fflv^ 3 7*C . 5»C0 2 ff fiETTJSft L 

[0 1 6 5] 

2-2) Hi ft till ft KB 89$" 38 S3! 

«80%3 > ^ >u x> h icS t «B US ig * Sfc % H> £ PBSfcffluT* tgfg 7 9 x u *55fe 
#Lfc. 0. 2 5% h ') fis V\mo\/L EDTA-2Na#1rPBS% ^Mfln L . 3 7 *C T <D * Ml 

«LW5i?«ILfc. DMEMigtfi%fflv»TJNHIia***), iS't^BI (lOOOrpn. 5#l5)Lfc 
. ±«*Rfe*«. PBStJUtBLfc. SSil'C>^lt (lOOOrpm. 5#HJ)L» ±»*P**ft, PBS 
Afflux 5X10 7 d/raLtcfrSH Lfc. 

[0166] 
2-3) v ? **>9|{fc 

i6B^^#^iinfban^4«. is s tn*** «* urn** s gnc4*.fc. 

[0167] 

2-4) M*Bma^j£?i 

* va«#f(2 6C)*fflv»-Cv 100 m L/s i t e (5X 1 0 6 ffi/k o d y) % 5 9 E «w ID 
ftlcSrtS4Lfc. £4 LfcfiB tc 5 7 E <^ ffi (*ft4lft») lc[0]tiic^4 Lit. 

[01681 

2-5) mwomfti-t 

mm^&^m, jS8)«, 5B @lcI!J£(ft:frl+&lifliJ£Lftib>o£) L£. 50 

&\zmm® fc*5mm*ijgic ft o rzmw* . ^^flt^ss iasi * * * 7 . 

li SU & ft & ft ic «k o T B¥ $Ht L £ . 
[0169] 

2-6) 

1 0 0 0 m DLt. Mft M£48Mc*?uT 13. CDDPS4 B pff SfiM**£ M lc £4 ( 1 
0 0m I ) L fz o 

[0170] 
2-7) Hftg^IiJS 

&4B*fi:4&0B i: Lfc. &4t£3. 6. 9. 12, 15, 1 lis «fc 1 B ic , ic o u T Ht 

l, M*#f» (££x«axfia-^2)*Kai Lfc. 

CT- 2 6 IB US*?* VMetl)-A*BJflS?>?5£- ! Hcfc OT t WlS-^^IIft L fc. 

[0171] 
2-8) CTL assay 

mtfrT<F>m'*Q * 9»K*JR») UJ L. 3ml*>RPMIS5i**> A o £6 crag ^ I- ^ <r j> ~ \z @ »R 
Lfc. »aLfc2«w^7 0*^7 * *> -f 9 S& # T 18 K ffl » * loiL *§7Ji£IS.* 

5Jai4> v^^ic J: 9 P»5£Lfc. 7ml PRM I S»* fin *. X 1 2 0 0 r pnu 1 
OJ^Ifll'tL -bY»*l&2? Lfc. $ -blc 10ml<oRPMI^}«£*ji]£Tv5fc# Lfc. 3 « ifc ft * 
tfv>, ^I^ISftlc * 9 » ■?> ft IB IB * 5ml*HIT ( 10%FCS& VlA49Jt*) g*lc»SL/s 
. i*»ftT#<oftfciilHJIStf>8c*llJJ£Lfc. ii t£ *E H3*5X10 6 *B]J}S/iii He Iffi^L, 1 2 w e 1 1 pi 
a t e la 2m l/we 1 1 1 ft & * 7 tc *B J® £ fiR It L tz. M M w e I lie M fa. ffl m t L X CT-26*fflHa^^/jn 
L£. SRiHflRiNBKKofttlltt. lX10 7 $Ilia/mllc^^ Lfc«y«c«B^lrCITSitk: 100 M \<r> 



v -f h v >c%ifcfni U"¥B8. 37tJlcT*aaLfc. ^«Hi»9ral<7>CimJS*/jni, 1000 
rpm. 5#rTS]I'kL. ±i**l**»^ 1 Oral <?> G ITJS** fa £ T ft* ft ^ , 

£ >b ic t -a- ft ^, ague imi<wciTisaticjiBjja*»®-r* c t ic* •? Ms Ltz. Mmm 
m*mm&&i} i t,\mfo-%i&iia'tz z t \z «* *) . 2. 5xio*«iB/iiiicft* «t 7 icih&l, at 

9®JKLfc»R*JB^ttttttft*fflv>TCTL assayfcffofc. If ?-rn 
$ffl ffa t LTfl!ffl"tSCT-2 6iffl)ia<08lfi*WT<o«fc 7 Icfrofc. CT-2 6«Ma* IX 1 0 7 Sfffl na/m l 
(GITiSrtl'f) t cfc 7 SIS L 1 50 m l%K *) , 3*@%lc IraC i/ml<ofifctt 5 -< * L fcCr Sft 
l50Ml*/JHi. lflrW37t:icT*SttLfc. l0il«?>GITig**/iniT«JB*i5fe^ L . lOOOrpm 
. 5^fflil'DLiNBfla*lH|iRL/z. ±v»*»* L l0nlwGITiBi**J|O;tTifci*Lfc. t&£3® 

mmz loofgfijfRL ix lo^na/mi t * ?nu ?-r -v hunja (D htwt^ 
m^tz. 

UPl^CTL assay It. i7i??-|fi(E) fc7-r-vHHBJB(T) k <?>Jt. E/TJt* t ^ 
ft-? ft 8 IK 4 0 , 2 0 . 10. 5 (c L»J^*tf o fc. C<7>$L 7 - r -v h «H K9 1 00 » I ( IX 1 0 5 
$fflfla/ml) S^lDi, ^»** 2 0 0 m I Lfc. S»«»*mW371C-?«lIILfc. 

*8ft**7&* «fc •) flHHafci L . 1 00 m I % L . r-#^>*-lc 

AtiH-lJ Lfc. WT *Uc «k »> % specific Cr r e 1 e a s e* M tfi U fc. 
% specilic Cr r e 1 e a s e = b — c/ (a-c) * 1 0 0 (%) 
a : ma x i mum release (c pro) 
b : experimental release (cpm) 
c : spontaneous release (cpm) 
[0172] 

2-9) %mmffi®.Mi*mm&^&*ft7fzftiz<&fcmm*x-nffiLfz. h-ism*?? 

fc. TKft&fl Httr tr^> • etf >^yn^> r*ff o#ifc L fc. £m * IE fir *? * 
Jfiivglc «k ►) mm*'rt v>. 5 0fg#fK Lfc-fttfitt (fit v7 *CD8a • 7 -v H tn.t* (Ly-Z: Pharm 
in gen) , fit ^ C D4 a • 5 -y h tft# (L 3 T 4 ; Pharmingen) ) i: 4'C, — HfcJxF5£ 7. 5m 

Mh 'J ^mmfehWl. 5)Ti5fe*ft» 3 0 0 fg#fRLfcfit 9 -v h • **>Hiaa'7-**lg(DAK0) 
i: 30#ISJxfE3 ttfc. 9. 5mMh V **g*5S(pH7. 5)?i5t5*fft. 1 0 Ofg ffi m<r> X K U 7 h T tr 
x > i: 30^Ua/xfCS ti-fc. 11. 5mM h 'J (pH7. 5) Tftvfft. 

[0173] 

MIL 
M 5*l<o 

(DitlWS, (2) HV J -Eg? . (3) BLM<?o Ag$. (4) HVJ-E/BLMfflk (5) CDDP<7)Affif, (6) CDDP+ HV 
J-E/BLM*@ia:4ffif^>ljt«S«*«(S Lfc. 

MS^li§g?^f|-10|Zn k L SEE o-o2@lc ^ItTMS^i^tf o /i. ^MSt^lc fcv^T!ff *-f<S 
:ttt ( 6 ) C DDP+ HVJ-E/BLMmt£]^4fflflCfcv^T L ^KMa*W« 1 0E<^ 7 *>2tZEc^v^ X 
lcfev»T51>ll±»*Lfclll««IB6*«i» EflfLfcZ tX-Z>Z. 2\e1MM L fc 1^9 1 ntftSk \z 
fcv^T L/iSE^iftW^BtJiSS^^iSM* ? 7ic^L£. * ti f fi<r> ^ ±9 II l« g * li 
. (l)jrtSafflf : 1641mm 3 , (2)HVJ-ES*: 1 3 8 6mm 3 . (3) BLMco Ag? : 1 3 0 3mm 3 . (4) HVj-E/BLMfflf 
: 718mm 3 , (5) CDDP^ Ag¥ : 3 8 7mra 3 . (6) CDDP HVJ-E/BLM*l£l^4g? : 5 1mm 3 1 4 o t. M 
Kagf*>¥i9IS*§** 100%k L . §S¥^¥t3ft*ltM-t 6 k . (2)HVJ-Eg¥, (3)BLM<o^g| 
. (4)HVJ-E/BLMg¥. (5) CDDPc^Agf, (6) CDDP HV J -E/BLM^ lal^^-fflf It % tl f ti . 82.9%, 
80.0%, 43.0%, 23.2%, 3. l%k 4 o fc (H 18) . 



[0174] 

»J»2-1*>«*I 

(l)ttmm* (2) CDDP+HVJ-E/BLMmiHlJft-^-eP . (3)CDDP+HVJ-E/BLM31li9:4# (CDDP&4&^ 
HVJ-E/BLM&-5- B > 1. 5, 8 B &) tf*tft«L, i g$ (2) CDDP+HV J -E/BLMH. k ( 

3) C DDP+HV J -E/BLM3 0 S4- SI ic *f It 5 H 16 ic o u T #) * * M ^ . 
£-f miztjk-t «k 7 ic, (2)S?T-4E4i lE<f> v ^ x T IS HP ft* S8 tf> «b ft . (3) fflfT tt 5E * 4E 

«b ft fc. (019) 
[0175] 
SKS*2-2fc «fc V2-3*>iB* 

»»2-2T L£ 13$ HI* MAS (CT-26M) 4?&4MS*lCfcuT , CDDP+HVJ-E/BLM^@^4 
g*?4EE + lE<sov7*?KJSL, =M x ic u T L fcCT-2 5JNHIia*>?f ff tt£A49 ft »*l 

^tcCT-2 6«flSa^^*l L fclft!»TttCT-2 6JHHJ!a<?)S»*SlCfl$iHBIia*}g*6-t -6 C k lZX$ 4 
ft^fc. -^CDDP+HVJ-E/BLM3@^^^-eii5|ZC4<4ET^*fe6*^y)'btlfe. W±<7>JrS3i* 

*) » tt«f^S6*jgsed ft to €, c k 6* oi a $ nfc (020) . ^&Hi*$&&a'CT-26iNiiiis*t 

S IS T * 6MC o T ft iXIftS* Ic J; 9 fO^^f;, 

5*1*2-3 TLfc&»k:Jbu*TftCDDP+HVJ-E/BLM3lE]&4£ «k *) %m L fc v x ic L fcM 
e t h-AiND AS* *E*fe-t -5 C k li T 3 ft o it (021) . 
[0176] 

Lfc^JSftlCfcoT ^!^CDDP+HVJ-E/BLMlCfcv>TlalS0»I*ft*l&ft <bn/z. 
L. C<?)^tfOBLMcoSft*lcov»T , HVJ-E^*M. -tftfr*>BLM <^HVJ-E^H A<wSa* (HVJ 
<ot$> ~ KaaHfc£tf>T) ***fcft* LTU^f , 4@CDDP#fflBf icfctt & iif£#j3llc 
ov^TiltLfc. **>*S**EI22fc:^Lfc. 0 Bfl ib ^ ft £ 7 IC, BLM£HVJ-Elc*fl A 
« £ K o T L fci^S*Ttt ^3*«LIHctev^ Tflt»<?)iI«iiEft* ttBLM* HVJ -E left A LfcJ» 
^•iCtt^T^ < ±ft"b-f , tt*g$il%3 it 6 Z k ft*>o fc. CDDPWfflnf lefcoTBL 

M£Ai$ffltfti£&lP A-t . BLM^feHVJ-E(c ft A L Hi ifi iifl ic i| A L ftltftftM* 

il IS 3 Hf -5 #j H ft* I?. 06 <b ft ft u z k ft*¥!J Bfl L fc c 
[0177] 

SftBftltoJ: 2/ 2lc feu T L fcl*Bft*S*»c*JV>T . CDDPco^#&4 k BLM£ HV J -E ic H A L Hi 

« & hi ic eft a c k ic * •? , jut^iS*^ ^ ft^c ft ^ t. 

• ^^5ft*ttBLM*HVJ-ElcJtALfci«»*«»lHlS^LTS)i*it»*«>*»*C k 

• l^l. ^i^kh?-*** *\zm&mmmm*ftt& l £ it ic « *g 3, z t &xs ft^o 

fzZ k 

[0 1 7 8] 

<k o T iMMSfttC*?oT^*t$IDIiatC!Hf^^ft%^ft*IS^$ ft h Z k ib* JtS 3 fttzfr. 5 

^icitm^ft^p^ft^^i^^^iig^s/ia6CT-26iNBijatc!^SKift^gEft*^iiia tiT^i, 

6 4 k 7 ft> IC ov^T^ft L 

(DCT-26iNBfla*m@^, (2) CT-2 6*fflflS^ AjfttfflP x (3) CT-26*IBfl&mft+CDDP&-5-8¥, 
(4) CT-26iMJiamtt+CDDP+HVJ-E/BLM 30^421^^:^. CTL assay^^f ^CT-26«IHl=1f 
^l^ftCTLlCov^T^lt Lfc. i7iM-|fi(E) k 9 — Y v V MM. ( T ) k<^Jt. E/T 
tt*$<k$-l±. % specific Cr release ic i *) CTL^ SS19*»^fc. ^« 0 23 J: *) ETJtt* 8 
OkL/ikS. (l)CT-26JHB«a*JSttfflP: 8.1%. (2) CT-26«Uia<o Ajf fflffif : 8.1%. (3) CT-2 
mmmmiCm&^m: 12.9%. (4) CT-26*i)iaj#ft+CDDP+HVJ-E/BLM llsl&^-m: 33.5% 
k ft o . 

W±^0^ ! S* c }: , ? (4) CT-2 6^fflflamilt + CDDP+HVJ -E/BLM 3084 »c U u T CT-26«DB Ic « g| 



[0179] 

(\)ttmm. (2)HVJ-E§?. (3)BLM*>*ffir\ (4) HVJ -E/BLMgf . (5) CDDP<7>Agf, (6) CDDP+H 
VJ-E/BLMi}i!H]£4ffiK (7) CDDP . HVJ-E/BLM3In!£4g* L , CDDP&-5- 9 B ii 

<k o mmmmtm ixl . ^i^^M^^n-^-en-fti^iiiL^. HESfefeiem. 25)& 

uT!Stf><btt£!ft M & -ffHI Ffr Ji. ^ 12 1£ £ . (l)tt"ag*lcfcv*T LTu§ 

id ffl. ^ «JO 4"l>gB T- It * iru-T 1 v 9 % fflmttfrlZdh <b il fz . ^^^sarcoma^Jfiaiff M<r) 

o * 9 CT-26*fflfla^)S^^iiM^6 , IS* , >'btl^„ CD--4JJ <k tfCD-8 (El 26. 27)Pf ttffti 
ta i: A, irE-btiS^o (2)HVJ-E8Mc:fcuT J tfc&ttlftlc (DttJHS* k a HrlBJ c X'3h *) 
, HVJ-E*»-¥-U/i#fB3E«Tiff + »<w»a<»*a«>^*i/i. (3)BLM^Afflf. (4 ) HV J -E/BLM 

gflcfcoT^, « tar la] +| <50 pff JL T- £> o tz . 

[0 1 8 0 1 

m)#lcit^T (5) CDDP^^fflfT-li, Mffl^<o|£iElcfc£oTlS®*Ilia<o$^fc<|?, 
30 k LT<7>#UHlc d: ►) Ut-Mfla^JIfPfc k -btlfc. L L . CDDP<o^&4T' 

ii3;£M$iHiia£i!m2 -e&c ktt?§-*\ M^a**?^ y>^*u ^ m iia tc * 9 
B^^Bt0JiM^i?.y>'bn^^^ tmmz nrz, (6) cddp Hvj-E/BLM^@^4ef t-«, & 
m tc hi m iia '> & < & •) , *) (nmmmmitmmiT^h. ^mn^EWB cddp 

BflT-*&. CD-4fc* VCD-8Pg14iNBIiaSC (026. 27) liiffln LT o S HVJ -E/B 

LM^illroS-^lcJt^S (3) CDDP HVJ-E/BLM30&4& T & . fit « Hfl ti (5 t ^ ir 

/£ < Utbhix-f , tfi /g 14 J»5E*jgC L v«#ftS^§&te fr»s8a6 <b ft fc. ttttftl;: 

iNHIiaSCit) 1 ^* < . KI5lctF4'I*^a-||jb*ISa6'bti/io 4f SIS 4 c k li . tea«lfttf *ih 
ZUdbhilZ Z£<7)%i)^fz, l/tCDHtftftfc J: VftCD-8l/i;# PI 'liiNHJia (0 2 6. 2 7) 6*E $Blc 
mdbCitLfzZ k 3t»'!ff IS k L T # »f «b ft 4 . flffttttt IC ii f -5 tnCD-8Jjttt Ic jhf ~T -5 H'M 
Ua<o« k A kttCTL*fflliaT-*>S C k *IT*? v . (3) CDDP HVJ -E/BLM 30 & 4-8?? * 

M<^)Sf$t2M5*!§M<o*Slll k *>^-l±TCTLlc ck-St^T&Sk tifc. 
[0181] 

* m. m m t a: ( i ) m # « us c j;^^ -f >5/im**cpG-oDN*^^-r s ctiau^Lt 

j£U k (2)HVJ-E/BLM<^lli»rt&4kCDDP^£#&4^ffl!^JII»c «fc ►» ffilM ft'Iig 5 

• ns^sio-ot it. cd- 8 Pitt m u<r>m m m. *-n<?>«« . o s om^^iiaitfp^ 

^CTLlc«k^^jm* , #^.'btl-2)o 

• HVJ-E/BLM^* v^ttCDDP*ajft-^^*TttSasp^ «k v^fliaSftgEft'jSSTS &u :t*^ 
^-tc * •? . CDDPIC «k *) m Si k >5r o Hi « ffl »lc HVJ -E/BLM to'Sfl^ * < n^<75^«?: 

[0182] 

13 1 3HE^fe0[C^^-2,mB« 

Contro!TliCT-26*>*A,ifflfia<7K t^-3gS**M^. hyper chromatin^ 7k S 5 ^ ^ Ifiu v» 
. «^a«> , ^^^ ! <?>S , ltPrfa***88«>'b*l*. C^SltmHVJ-E. BLM, HVJ-E/BLMJS-^-Bf 
»c i t#'><7)^tJ*>tl|B]t|<50Pff^.**I-?.y>'btl/z. Ji ^> T 60 iff 4> £Jt , V?07T-y^)i 



if > m m + ic a a Ltfei, & s «b as a* # > urn jb * ro 9 ha,th> stiT^asit 
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